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(ii) ±ib (o BMvGWBM&'&mu 

u (i) RmvGw&n&'&Mb 

ir 7 ^-las^fc ©J& £ ©3g£tt £« £ it § © 

(45) ±ib (i) mmvGm&n&'&Mu-t 

20 ttfbT&'fb'&tl^fB (8) 

±13 (1) Em©GMaS^^l^±^-®aS^fc«±©m?:?gtt ■ 
(b-r-5(b^t/43±t;siM^ti$±E (7) 
\z^xmM%m&fo<r>Mmk\zmibTcG^Bn&'&MviL7°$-mM 
25 . izmmttMSiz&tfZs GWBnmmu j t7?-wBn*ifrtz>Mj& 

&®t%Z.tmWlt-?%')X>} i £±m (1) IB«©G 

(46) ±IB (1) tZmOGW;BM&'&mbt'75’-W:&m*%mk-t 




WO 02/088182 



PCT/JP02/04215 



11 

7 y^r^y-y'sy, ^y^yy^ ftyft ti/T F, nl/yXh^-X 
9) U75>, -fedFx>, 77Fx>, -a-P^FY, F, 

yj.X :t*'>F'», PACAP (0!), PACAP2 7, 

PACAP3 8) , ±#l /7>, {fJVftJy, ft) 1/vh-X 
5 a'JX V7P7.^7>, GHRH, CRF, ACTH, GRP, PTH, 

vip (AV7^f^ -r>xXx-ry-Ji/ ^U^T^F) , 77F7.7 

fX F-/\°S>, ^U>, 75 U>, 77'7*x>, CGRP 
h'>y->U 1/-7X y F^77F) , o-f 3 FUX>, A>£l/7^>, 
•fa ha 7f/y>, 7FW*U>, 

10 OX-/W7 5 U— (09, I L — 8 , GROa, GRO/3, GROr, 
NAP- 2, ENA- 7 8,GCP-2,PF4, I P 1 0 , M i g,PBSF/SDF-I 
&£0CX C^r^-r >^7 7 5 U— ; MCAF/MCP-1, MCP-2, MCP 
-3, MCP-4, eotaxin, RANTES, MIP-la, MIP-1/3, 
HCC- 1, MIP-3 a/LARC, MIP-3/3/ELC, 1 -3 0 9, TARC, MI PF 
15 -1, MIPF-2/eotaxin-2, MDC, DC-CK1/PARC, S L Cft£0C Ctr^ft'f 

yftr~Jy t 5 V — ; lymphotactin t&E<£)C } T :s cft^ yftr'J'7 7 $ D — ; 
fractalkinefc£©CX3 C^-f >-^777$ U—*S) , x>F±'J >, 
X>fn^h'JX E775>, Ia-OT»X TRH, 

F, #7x>, 'J '/^X7 7fy>® (L PA) , 7 
20 7y V'/#Z7r?-$?JUtV >, 

*LUmy‘>, 'J'/*X7 77^'JX XfD< Hi, "TV 

7W-f F, 7y*F>ftftlM&, 7syi, 757K, 777*7F, 7 
£W->F. (44) Sfctt (45) 

IB«<©7 £ U -X>^^, 

(47) ±|B (39) ~ (46) fBfc©7 ? U -X>^ScT#6n5 § 'Jtf > 
F£±fB (1) IE«©GmaS*^l/-fe77-gaK^7c^M<i;©^ 

(48) ±13 (39) ~±SB (46) E«©X£ >J -X>^fet?#e»tl5 3 U 
#>F£±ib ( 1 ) aBacGgeH^fsau^-fe^-saa^fctt-tcjfit© 



25 
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( 49 ) ±sb a) §zm<DGWBn#'&Mu*7?-w&nztttz>mm% 

tt’9-ZZ.t&mWLtt*±to (19) Ett©X*U-->^ffl*y K 

(so) ±i3 (i) 

,5 jKii»&^^rr- 5 c.±s«piR±*r*±E (19) E*©**y-->^JB*y 

k 

(51) ±13 (8) |B*©»S|gifeflE&**T*Jl±lC±oTK»StgftfrO 
iBiajgiK:58SbfcGaeH*«ifiMi^‘-seR* , & : fi“r^c±&#a± 
T£±f3 (19) K 

10 (52) ±13 (49) ~ (51) |3«©X^U-n>^^'y h^fflWT#e>n 

ss, y^f>H±±E (i) E#©G®aR#t8:a!^*fe^-se®*fctt-e 

(53) ±13 (49) ~ (51) E*©X*U--->$ r JB*y h£fflb>Tf#£>tt 

5*, u#>f±±e (i) E«©Gsa«*!9a!V'fe^-ae**fctt-t 

(54) ±13 (12) f3m©m^i;. ±S3 (1) E®©G$6»&®Ml/±y* 
-ga®feb<«±f3 (3) E«©«^^5=-KSfctt^©iat&«HttSi4-5 

(i) ®G®eK^Mi/±y^-$esfeb<«±i3 
(3) Efcoa&^^K^fctt*-©#©^®^ 

20 (55) ±13 (12) S3®©tri#t> tt&*:fc±tfSBMt$ttfc±E (D IB® 

©GgeK*^b±^-^es : bb<n±f3 (3) 

RKfrtiS‘&bfcSiaMbstifc±E (i) 
E«©GMeS*®Sb±7 p ^-^aK ! bb<«±E (3) E®oa^^^ 
K£fcte^©^©iiJ^£$'J£T3;i££#i!t£'r3&&l&4 , ©±f3 (1) 13® 
25 <DGW£K#'&mu±7?--W&Kb\s<\Z±& (3) E«©a^^Ht 

fc«*-©tt©«Sc, 

(56) ttttfc±Sft±fcTOfcbfc±E (12) E*©tt#fc±tf*iMt3 
n£±f3 (12) Ett©ttfri&0l^*SVittaSitt»K:Kje:$-&fe©'fe, TO 
fcffi#±©«E&©Stt£EJ^SJ:££4fr&£T £#fci£+© ±S3 (1) 13 




WO 02/088182 



PCT/JP02/042 1 5 



13 

mwom'&temw 

5 Hitt, TGR3 8 

mmzmffiTztctbvm&vmm 

*5BH©G$eR#ai!M:^-SeR (-BAT, 

tt, SBai#S|: lTRfc$*l*75 786iBaiiH-t>l/ 
10 < ttRRWfcH— ©75 /REaiSRWT* 1/t^-iettS^o 

*58MOl/t^-IfiRtt, HAtf, 
yh, yyb, W 7,, £71^, 79, b^v 5 , *>'>, -thb&b*) ©&£>$ 
3* (Hfctf, MM, #MM, ^'J7i& ftR/SH®, fME 
AH®, 7>$ , ;i'A>XjfflB6, ±&M, rt&HIS, 

15 igt£$$g&, itii^ mis, iw®, fegm (#i, 7 ^ 077 -^ 

Ttt, BiUM, 77*7 Jim? -MM, BEiMM, $?<f*S£> 0 

mM , «) , #*, #M8£, 

¥URtBIJI& lff»fi&t>L<ttWR»ieu Sfctt2in63fflfla©WKaiJIS, MM 
t>U<tt#>#lll&fc£) $fctt*nS©Hfl&)&*#£T** 

20 $mt, m, mo)&to& m, «, git, wmim, m 

m, mm, mm t$, *®&r, m, /ms, mmm, wmm, 

mmm, mast, *««, «, jrk) , #m, ts&, w, m, m bt 
m, mmm, bi©5, #m, i m, &jf, mm, b$, «ftt (#i, 

*B|, /Mi) v ifoW, &WU IftfiL flm STM, :£», Mil 

25 m, m%, urn, pm, m, t^, #, nts, #m&££*&T3M6 

JTe&oTfcJcC, *fc‘&J®®e®T*'pT%)«J:Vi, 

: lTRfc$n575yS6S5dtRRWCH— ©7Sy*I25!It 
LTtt, ma\t, e^ij##: ii:%it>znz>7=iywMmtmw%&,±, 0 
£b<tt*&60XEU:, «kD#£L<ttii&70X£U:, ££>£$?i:b<tt$j80% 




WO 02/088182 



PCT/JP02/04215 



14 

£JLt, MtPf £ U< lift 95'KfiUtOfflHtt 

KKai&'g’WTfcaBKfcl/Ttt, m#, iB^J#-i-: lTgfc>£n37$ 
flIAtf, U2f>Ktt£Stt* 

10 j&S|^ (#K *9 0.01~100fgK £?£L<te£j 0. 5 — 20 flK J:Vff SU<H*9 

0 . 5 - 2 (g) cn&©»tt©g£*Ms©2^a 

&£©fiWSKEi8fcoTV>T , b«fc^. 

®xfc£, «fcE*-r*U#>K©ft£# 

f-fc, *EW©lHz:/*HSB«£LTfck : lTto^tlS 

7$/^E^J*©l£fcte2®SU: (»$l/<tt, l-30®gg, £D£Fi; 
KttlMOfilS, $6fcff^b<ttScfi (1-5®) ) ©757®#* 
£Ufc75 7®E?!U <DSB2Wf : 1 T»£ft&75 y ®E3lte 1 £fc« 
20 2®SU: ($?£L<«. l-30®gg, J:OffSl<{ilMOflm £S 

CjffSUHftfi (1-5®) ) 07S/*#ttJDLfc75 7BSEai, (DS2 
^ij##: lTto$tl^7S7M7J4 l ©l^fc«2®^± 0fSU<H 
1-30 fig®, £i)£F£U<tel-10®g®, £5fcilf£b<ttgfi (i~ 
5®) ) ©75 7»#ffi07$7®T*&$nfc75 7gE7!U 
25 nz&m&&fr>ii:fc7s/Mm?i]&'£WTzM&sfc£ ! bffl^e>ftZo 

£ tt 5 U± 7$ -m a * © 7 $ 7 ®S27J «, ^7°7 H fiE©« 
fifcftoT, fefitfN** (75 75fc«) > ##5&*C*c«l 
M) T£3 e E70#5: lT»$tl57$7^E^J^W1'^l/-tr77- 
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Jim (— COOH) , (—COO - ) , 7SH (-CONHj) £fcteX 

XtJI (-C00R) tfHvffi'e&oT feet l\ 
ZLZ.T»X.7.T)l\Z&rtZ>Rtl,T\t, mX\$, 77 )l , X7)k n-^D 
t 1)1, 7V7atf;l/t>k<ten-77Jkk£<OC ^JJl^rJim, &mf, 7 
5 £D^>7)k y^DA^yMi'OC H y^07J^M, MX&, 7i 

XJk a-777;k&<H©C wT'l-Jim, mx\$, O'JJl, 7x^fJ l 
& E(D7x.~) l- C 7iI/4JH & b < & a -77 7)1/7 J-jvts. E(Da-j- 
7 ^-ji-c ^TjiirJigfcEvc H4 77;^JH©g^« mnmxxTji 
EVTnmznzErtn'nij-iryt^jiMfcEfimi'znzo 
io *mm(Dut7°7-m&n&c^mAK\zt))i#3r's)im (&rc\$ti)i# 
*yy-b) tni-#*yjimtf'7$ tMb£fctexx7)i/ 

^nxi^bob^mmv^^'-^mz^n^o zom^ojzx 

*m n<Dutzf?-m&n\z\t, ±sebfc$aift&kT> n* 
15 so^?t->jiio7s;s«s mz&, t^j-jik. 

E<DC H 7;Wy-fJH^i*©C mJ'sJI&UE) T§@$nt^§fe©, 

£ ti&m l re vji* $ jimtt tr □ vn* $ >mit vre 
bo, #7i*i <D7$;m<Dwm±<om»& mx\t, -oh, -sh, ts 
y*> 7 s 7V-;i/S> -r>F-;i/*> yy-yjmuE') 

20 (#J;Uf>.7)l/$J]/*> 7-fe77l/&<>:©C M 7)l/#/7;l/»&£©C ,- 6 T'> 

MX&, IS^J#-^ : ITS 

b $ ns 7 a y ksbju&^t § i/t zf$ — $ sss& £#yii v> e ns . 

25 ^^©l/-fe^-MaS©^^77K (£TF> «a^77K£l«ffif 

SS'&tf**) £l/T«. ±Ctfe*5B®Ok'fe7 r ^‘-$eR©»^^ 
KT&ft^fatl©&cDT&c>Tk7k/ik 09&H, if^ROV^Z? 9 — Mfi 
K#7©7^ HRWfcHKOJS 
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ZZTs tit, 

Jlfttofcfck iS^iJ#-^ : lT^fc>£ft£75/^S2^J£ ; f'f£b't7‘^-- 

$e*0g h t tnt, m i c^$n*BMctt^a y 

5 (MtK< 4 (Hydrophilic) SS-fe) !:&& tfrtii'Ztittr&ft&lStS 

/ t7 p 7 FT&3o i$7Ktt (Hydrophobic) 1 ^lC^tS‘^77 F& 

ztfi % mko F/-r ft*>±v>o 

*58 W F 07 5 7 m@2^J fc* It 5 7 5 7 S8&& ±13 L fc* 
io 58W©U-fe^-SefCO*riE75 7ieE?!l©5’6^< ±fe 20flEU:,_ If 
£b<«50®£U:, ±Dlf£b<tel001@R±T&£ o 

— <Z)7 5. y £tl£75/!!i®5 ? iJ£il& 50%£Ui, If 
£L<&$*J60%£U:, «fcDI?£l/<»»70X£U:» 3&fc»3il/<tt*9 80X 
U±, £5fc$?*b<tt»90SEU:* *fe»*U<tt»95*£Ui©ffiratt& 
is wrs75 

£fc> *5868©S5#^:/^F©75/S6SBaiK:fc&»'T\ (D±f375/^I2 
n*(Dll£tc\t2®&,±. 0?£b<ttl~lO®gJk £S>Klf£b<«M 
(l~5i@) ) ©75/M^^L'TViT t b±<> (D±!B75 7 WtEBfflfc 1 
£fc«20EU:(lf£L<WU l~20e£^±OI?£b<«lM0ffig£, 
20. ( 1 ~ 5flS) ) 07S7^#iDbT^Tfe±<, <D 

±fE75/MK^J4 J ©l££&2®bU2 (»ib<H l~10i@@^ ±0 
ffSKttlBtfi, £&tdf£l/<«l~5fig«) 075/B6;Mt6©75/ 
a-efiM^tiTViTt)±vi 0 £ft&©&v>u3>j&'&afc£*istt*© 

2 oWT t)±V>. 

25 *5818 ©^#^7*7 FOC3*3u (-C00H) . 

;b^vl/-h (-C00 - ) , 75 F (— CONHj) SfcttXXfil' (-C00R) O 
Vvf*iTfcoTfc«kV> (R«S3<hl^ic«^^-r) o ♦fBEOffi^^F 
lx# ji/^4- '>;!/* (Sfcf^;i/^'>i/— F) 
*;b*^'>;b*^75 Ffl^ttx*^;wt3nw£t>ot>*5893© 
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;i£>jg'&0xxx;i'<hLTfi, m«±iEUfcc 
<D XX f- Jl/fc tl%> . 

S&fc, *BE©«a >y 'V/3 L FlcWU ±IBUfc*$g9l©M::/*-$eS 
$ § Vi l/fc Vit)«) -5#^^ F & Eom&'l'f? F 13. a *>•&£ 

ns. 

*fgBJ© l/ir 7$ -a & K £ fc «■€• ©S&ft^ 77 F ©& t l/r Bu M£tz 

■ nzMttisaMfimt.i^o £©$&&£: u-m, mx\t, mm («*.«> 

&& U>®, #WbJc*St «) t<D&. (09A&& fflk. 

7nt tjr>Wt. 7?JV®, n/\X^> SEBL ?x>M, 

o> =rm. Wk. x^>x;F*>Bn ^>-t*>x;p*>M) t© 

15 i^M^^ns. 

*S89i©l ±ISLfct F4>«¥L»©£ffl 
IS*fctt*ftl9l^6^©U'-fe7 r ^-SeS©«»^acK:J:'3Ta3gTSCt 
fc>T#3U &£1BftTZ*%9l<Z)l'-t'7?~-&8M&3-}tTZDNA& 
^WT <57*JMBife#£i&£?*‘5 fcSgjiTS - £#*?£ So ££, 

*5S^©W1r^-*eRSfctt^©iaSkb^i«IL»«l©fil«*fctt*IB 

»fc£T?©jfctH&fTfcK (fcl. j£*SX 

P7h^7^- rf t>^n , 7h^77^- *5Wi;in&©»* 

25 &t>itm) K#-rc:tfc«koT, *f89!©^*kx^-aeR*&tt-€-©tt& 

if%W © U± 77 -s a K fe L < OgR#^. 77 F * fc «*€■ ©&£ fc « 

ws F#©»jfiKtt, ®nnfrjR©saH-&j^«Hi&fflVisttd*T?# 
S. f©i7*tlT(l 0g*fc£ 7 0P^f«v kFP+y^f 
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'y'0'J)l7)Vn-)Vmm, 4 - 77 ;F^>Xt FU;F 75 >$)^ PAM 
$J!g, 4 -k Fo 7777 ;F 77 ;F 7 xx:;i/ 7 -fe F 75 F 77 ;l^JJM, #U 
7 ^'JJl '75 W, 4 - ( 2 \ 4’ -'77 h + y 7 z-Jl/-t Fa 4^77 
5 ;i/) 7 x 7 ^'>#Ib> 4- ( 2 ’, 4 ’-y^h^'> 7 x^-Fmoc 75 ; 

x?ju) 7j:y*'>miMfc£fimfzriZo a -7 

5 J *£#Ji(^tgS£@^Ktfcttl'7c75 J K&, StfJ^TSSejf 

^x^H ©75 7 msB?ijaD^^ ^ig±TM-& 

$-£3. t>W&n&tz\Z^77 F £« 0 mtmmzG 

£HJgU g^)©^eKfeL<M^X 7 FSfc«^(D 7 SF#«#t- 

£ 0 

±ffiUfc#« 7 SyBI©»^k:HUTtt, 

tnitf'Ms. Fto#£bv*. ts 
15 My<5 FatLTfck DCC, N, N’ - '^y7oM^S?^ 5 F, 
N-X7JI/-N’ - (3-y7fJV7$y7n'JJW 5 

v^n^. i£\ 7-fe5«»w (a*#, 

HOBt, HOOBt) itfefca«7$/»&a#«lliK:»JD'r*d i » * 
fc«, ttfaM&7m£%:fcHOB tl^rMSFBHOOB tXX^Fk 
20 L T * e> ^ D #>UM 7 5 7 a £fir & o feat #WB fc&inrT £ H t fc 

it),. 75 ;i©i^»n§. 

aeaa^R 
m & z , n, 

N-^ 7 ^;F^FA 7 S F, N,N-> ? ^ 7 ;F 7 -feF 75 F, N- 77 ;Ft?D 

25 U F>&£©&7$ F^ ; t&ikt^uy, 

ikfrmm ; FU 7)1*UJL? ; '777;V7JF*7 
i'Fft^XJFtf^y'FM ; t!U i?>fc£(D75.>M ; S*fr7U‘>, 7by 
t :Fq7 7>fc£©x-T-;HB ; 7-kFxFU;F, Xatf:*xFU ;]/&£© 
xFUJl^S ;.M*7;k iix7Jl/fti‘0X7T^i ; fcStr*fiiCtt&© 
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®3t$J-2O , C-5O , CM0 

fr e, ms $ n 5 o b $ ntc 7 s j % 1 . 5-4 f^we 

fflke>ns 0 r>h FU 

\t, 4iTKM^fc«7t^;K 5 5 ym&7 -fe7 

;Wt1"5G£^T#5o 

IC&c£7S7X0&tIS<^Tte, mx\f, z, Boc, 7-77 U-^ 
10 )V'ft~)V-> 'i V^JbXjk^^rv'Xf.Jbtf'XJk 4— /b^v^ 

>7Jb*4k>#7k£x;k Cl-Z> Br-Z, 7T'7>7Jk*3 r'>#;i/# 
-Jk b U 7;ktP7t7;K 77P4kk 7b;b^;k 2-XbP7xX;b 
7Jb7xX;k y7x7MX7^yWJK Fmo c 

7;b4r;bx77;wt ^7 ;k x7 

is ;k 7ntf;k 7*7 ;k >^ij-7 , 7;k 

'>;b, ->7n^\77;k 2-7^-7>7;b^<H©aa^ 

^•^t)L<tt^t>:7;b^;bxx7;Hfc) . 77;kb;bx77;wt (#ix^ 
'O'SyJbXT.xJk 4-XbP^>77bX77Jk 4 -7 b=b7k.>ikH/X 
77J1/n 4 — 7 P □ / OyJl'X7riV< ^7Xk b U JbX.XxJWb) * 7x 

20 7'>;bX757Wlk b 77 bilk 7—77 U — 

7 b * 7* ;b^x;b h b77bMk b U 77b t b 7 7 b itU E\Z^T M 
■tSG££n?#3 0 

•feU 7©TKit3S^ #lx^ x^T’JWbSfctex— r^WbC<k7T&IST 
£<Z>X77;WbKMt‘5$£kTte> 0*lx^ 7-fe7;bS 
25 &£<2«7;kfr/-'Ob^ ^>'/7;bS&£©7P77bS. ^77;k*4- 

7XUb^x;b3S, x b4 1 >'7j;b4Nx;bS^;i:©MM^5>^^^ : ^^ > S^<H^ 
fflv^n^o tfcs x-rJHbiilt^StbTd ^77;b»> 

7b7fcbPtf7x;bS, t -77;bX&£T&3 0 
^□'>>07x7- kTlib $Jx(^ Bz k G 1 j 
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— B z 1 > 2 — — h Br-Z, 

hX^yXD-f Tos, 4-^h 

2, 3, 6- ;K DNP, Oi>) Itt'S 
5 ^7)V, Bum, Boc, Tr t, Fmo c^^lV^fl5 0 

tlTktK 7'7h\ gttxXril' V7)Vn-)V (0!*-fc£» ^>^^DD7x7 
— ;|/, 2, 4, 5 - h'J^D07x/- ;k 2, 4-^Xhn7x/-jK i/7 
S *7)V7 )li—)V, /t7XFD7xy-JK HONB, N-bHo4-'>7, 
10 7'>Sb\ N-fcb*P ^>7W5^ HOB t ) i®X7rJW fc£# 

£U >^7$ 

OftH) Fll^tek P d -Ji&*W£P d -m 

; ^7K7yfb7K^> 7^ 

15 >yuv*>Bk hU7;vtD»§u« 

^n^0Smi*ia5i®l; S MV?U\ ^vxws>, hux^ 

;i / 75>, fcf^UvX ; ffcffcT^xT’t 1 

^hU£AlC«fc5JS7G&£j& I fflt' i 5tt£» JiKKffi&lCiSBMiKJfcfi* “ 
)^H$tI-2O < C~4O'C0iaSTfi : ^:t)tl^>^ &ffl3fc£V*Tfck 7 

20 -y-jk 7 x/-;k 7t7xy-jk ^77k'/-Jk 

vpWkTJV'?-'!’ h\ 1, 4-T f ^>'7^^-“ ;K 1, 2-X?>z/7-*^-)V 
tzE<D£5fc%^*>ffim\<nWim^%>r*$>Z>o ££, b77'7>©^5 
I'TJB Vi f,n§2,4-yxhn 7xXJHfift7x 7 

— ;kM?I£ckDB&£cftl, h >J 7h 7 7 > F-^§iSi UTffl k f. 
25 n5*;i/5;i^tt±®01, 2-x^yy?t-Jk l,4-77>y7t- 

£>l£K:&MS, 43ck^O 

moll, 
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fgfC97$ C^3§75/gt0 

a — MfcCT'fScB# 75 J 2!HB!RC / ^77 h (H6H) 

M^77 K&©N3cSW> a-7$7l©§ 

g6K££MU ;L®MM«£±f2bfcJ;5fc^£^&7TiS'D£it3 
*8^tt±«tra«JwUTfTt)n®. *t£fc«fcDfc£ftfc 
-RttfiSRSrllRl'fcSfe' BfM© 

tiair#i»ui^f5 0 r»©#««w»£bv> 

10 Titb, 

ifaK©X77;Wfc£#5>fcteU fllfcfcl* 

S075 M*0»fr£EM*K:bT, ffiM©S6St©X77;Wfc£#&^£^ 

15 'TTcT‘5>o 

^hj©*( 5^77 F£fcte7©*£teu ^©^77 
$> § Vi © i/-fe 7^ — if6K : £liS&^77 7—H tf T^O^ff -5 n t fc 

cfcoT®[7at‘ ; 5c:<h75 5 7:#-5o ^77F©^Stl/T{l @ffi-a 

20 ^&L#5l$#^:/7FfcL<te75/$E£^£^#££8££2i2‘., 

iWtTSW^^ 

7F£fiifrf Z>Z£tf~C££o ZZ.T\ 09*#' & 

T©®~(D^I2«$n7c^tLfc^oTfffc»n^>. 

(DM. Bodanszky 43 7J^ M. A. Ondetti, ^77 H v'^'fev'.X (Peptide 
25 Synthesis), Interscience Publishers, New York (1966 ^) 

(DSchroeder Luebke, if ^77 H (The Peptide), Academic Press, 

New York (1965 ^) 

^77 K£j*©*l££8fc. fl «(«0 (1975 *9 

(D^C^HJ & iffllll, ^fls^igttdjfi l, aSRflft# IV, 205, 
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(1977 ^) 

mmm&vmm num raws 

IS> *7A^D7b^77^'-, WD?h^77^- f? 

4^DO^ftfc:«fcoTa 

£fc:»fc&»T*il£#T£*U 

M6K£3— P1"£#'J77 l/^ F£bTft> ±13 
10 bfc^0J©l/±7 o ^“^eS^=i“KT^*i®iH^ (DNASfcttRNA, 

£?£b< teDNA) £1^T&fc©T&ft$V^&£t>©T&c>Tt>±V>o 
RtfUS^W^KfcbTtt, ±^BJ0l/-fe7°^-SeS : £3-F±§DN 
A, mRNAfORNA^#if^n§. A+lt^oTfe, — ^ 

«-e&oT*><kV*. ZL^imvm&fe. -±^DNA, r$iRNAtfc«D 
15 NA : RNACA-f^'J 7 FTfe ±>7H (~tUt) 

■ 5 , n—vm) T&oTt>, 7>7±>7H #3— Kti) T$> 

oTt)±V^ 0 

*f6^©U-fe^*-SeR&3- Ft5#U 7 7 1^7 && 

©#&, rffPCRt-eO^fflJ 15 (7), 1997 |3«©^Ffe 

20 Sfcfc^nfc^CfcTfrfc RfrWK:«TaqManPCR^£©^iSk:±0, 
©U±y^-aeR©mRNA^^*1-^iIi^“e#^o 
*f§BJ©l/±:7^-M£R£3-HT5DNA±LTte, -7 /ADNA, 
y;ADNA7^^7'J- ±fBbfdffll& • Sftd*3l5©c DNA, ±f3Lfc 
ffljj& • I«©cDNA 7^^7'J- £/&DNA&£jWf£ft3o 3 
25 -f ;^T'Jt77“V, ^7X5 h\ 37 

5h\ 77 -'/$ ^fj;±^Tn'e^oT i fe±Vio MDNAte, ±13 L 

fclfflJ&*ifiM*±DSIfitfc^RNASfcJimRNAIii^^ViTil[» Reverse 
Transcriptase Polymerase Chain Reaction Q^T, RT— P C 
5) 
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- KT£DNA£LTte, 00 
%.&■ 2Tigfc>£n3&SiB^J£^rr3DNA, £fcteE?!J# 

# : 2 ^ h'J >vx>h^ifr 

TT/W XTfcDNAftWU £2PJcDHr7^— 

s \z\ mmom& m, vfiym&m®.* £Wf 

aHr^-aejt&s-Fi^DNA&^aHf&n*. 

SB^I]#-^ : 2 $ n^^SE^J ft : TT 5 D N A t /W 
h^frTTfA-f^U^-f ^tSDNAtl/Tfi, 09*.fc£ E^J## : 2T 
St)$n?>M*E^i<h^)70%^±> $f£b<fcJ^80KEU:. £D$?i:b<te 

nDNA^W^etl5. 

09*. 

^ • 7 □— ~ >if (Molecular Cloning) 2nd (J. Sambrook 

et al . , Cold Spring Harbor Lab. Press, 1989) 

15 ftuozttfT*%z>o tfc, 

ttmwmiztmvxmzftoTftte? ;w7*'j^-if-y 3 
;WXb'J>yx>b fcftfr fclEo Tfr fc 
ZZX\ /WXh'J>yx>b^#tll MX-& ms&m 

19~40 mM, 8p£L<fcMQ 19~20 mMT\ 50-70^, 

20 60~65‘C©^fl : ?r^t'o &\Z, ir b 1 ) t) 1 19 65*0 

<kDJWW!jK:te:, E^J#-^-: lTSfc>£ft$75/ME^ift^rT5Mr 
^"-aes^n-F'r^DNAtLT^ e^j#-^; 2T^b£ns&$ 
E^IJ ft^Wt" £ D N A 1z E v n 5 . 

25 ^BJ0l/-fe7°^-SeH^3-FT^DNAO^*E^J©-^> £tc\Z 

KD N A aS'S’W VTfcZ 4? U 7 * u*? H t \ts 

Tl E©*5B« F ft 3 - HT 5 D N A ft^Tf 5 £ »t*T? < » 

R N A ft i fc / S*a V^> 

*fg HJ ictE *_ tf, GIrS K&&M Hr 7* -$ & SHt^P©*®!! * ft \m 
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'J77Xt7K (&&) 7 

□ “XfcLfc, 

KT^pNAQ^SE^JffStS^#^thb, 'o&l'OZo -e? Lfc^l)7 
7 V'Xj- h mm) ti, Gsas^aMv-fe^-seRawoRNAt 
5 iRNAOM^fcftif^lSt^ili 

ab§t^i(iG®SK^ : SMP-fe7’^'-gSKIi®RNA<tO^S; 

ftyB&#bTGaBK#«SlH::/^-5ejme^®3&3&IM5 • ant 
G S & H&8S8 b-fe 7°7 -S & % M® R N A £ ntc 

y 7 7 v^-t- h, 43 i^G2e**aain:^-se* 

io H*RN A iftSWKl/YI' 7 U 77 XT 3 bTT Fte> 

^frrt^.fc^^TfGgeK^tts^-fe^-sejiae^fsa&w 

m ■ tim? z> <o £ x*& o , £ fca&fc £ ©*&« s fc t? * § . 

gfc, G®eM^^l/iry^-Se®jt^©5’«^7t”>;U-7\ 5’ 

S6-^-7^7 • y If-K 5 ’^#aiR«, #y^^H«IR»it 3 H 

15 X gees— 0WSWBM&3 FX 3'S/VJ> 

HD-AM, 43£tf 3’ j^ATtfXl/— XOTTb^#M$£bTjI#?b 

§«#&£» ^fiR«0^J5:< 

20 §§#, IPS, ^'J Xt§ ^ i^Tf 'J ? ^ i/t? F t 

T7>7-tr>7j 'V&&t\/*5Z.bifi'V&Z>. 7>71r>7-^ 
U 77 bTTF (7X5Hr>7^) ilTH 2-xTS'>-D-UT- 
7£#WLTV>3$y7 7bTTh\ D - U T“7£^WbW3#U 7 7 
1/TT h\ XU 'J 5'XX&S<DN-7U 3'> HT^§f©i0^ 

25 7 X©TU77I/T7h\ S^^a#7 7 l/t7 Ftl&^f t^f 

IJ7- (M3U*. lfrJEoaaHRK^itK^E^aW^RK^y^-) 

({II', m^U7-«DNA 
4> R N A * fc JLtbS.hS cfc 5 ftll©^7 y > 74>&*<Z>tt*£fF^T 3 @2 
e£t>^7 7XTTF£^rrs) fc£#wf&n*. JE-n&tt, -«d 
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NA, -$iDNA, “$iRNA, -^iRNA, DN A : RNA/W 
'Jy 77 1/77 F 

U 77 7 1/77 H) 'J 7 7 1/77 H 

^rt»;y©#^fcfeO, 77 

5 ;Wb$nfct>0', 

imz.\ztm% && wx.\& 77^ 

7777- K ^7^h'Jl7rJK ^7^7 5f-h, #;Wt7 — hfc 

£) £&7>t>©, (011 ;U£, 777 p 

77x— K ^x$OyftX-b^t*) £J#Ofe©, mXttSLbm. (77 
10 1 1/7— 1?> 771^7— if • -f >fctf7-, h7'>X S/7*7;i^:/7 

h, #y-L-y $?>&£) ^»# tyu-y*^ Kfc£) &£© 

"f>7-7l/>'Mt&#l (09*tf, 77Uv 5 X 

v^vytzE) zn-Dbv, wx.fc & js , 

o&Ji, 7£*, S^rfSfe©, 7JU*J Mm&$W 

15 T*fe®, {gmnfc&$£ftZ)b<D M£& a7>T-g©»»fc£) 3 ] 

cDV>'fn'T?&oTt>«fcVi. Jinx , r^7i/^h*j 437 

xf mm.} «, 7u >437#ey 

* (09, ^7-;wt:snfc7 r y>*«fc^try5 5?>, 77;Mb£*i£7u>43 
7WJ 5^>&£) s^A/wr&v*. £fc, i7 7i/77h*j , 177 
20 i/77 hj 437# mm.} », w^»ifp$nT^xfej;<, ni&u® 

7jcmS^V\P7>«ra*^^T®M$tlT^fc0, fc*t>ttX-7;k 
75 >fc£©Wllgfc*ifc£nWTfe «kH. 

^0jcd7>77>7W«> rna, dna, $>%wwffi2fttc&m. 

(RNA, DN A) X£3o #HftSnfc«K0£#09 t UT«, 09£«BE&t 
25 iWf4-^X7x-Mi^ 7U771/77F75 F^7'J777l/ 
77F75 K©4H?fcjgtttt08Bl35:f*J#»f6n«. 7f§0J©7>77> 
7@Efttt, *ftT©7>74r>7to£7y£S&t>©k:'r3£<>:> 7> 

m%\&*£r)±%?2.'b<niztZ>z.t, 7>7-fe>73M©#££7D/N£& 
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J. Kawakami et 

al., Ph arm Tech Japan, Vol. 8, pp. 247, 1992; Vol. 8, pp. 395, 1992, S. 
T. Crooke et al. ed. , Antisense Research and Applications, CRC Press, 

5 1993 &£fc!B*£nTVi*.‘ 

£££> 5^D7:7x7©c3;5ft# 

#£4 J fnT3cJ:5K:flK^U U5»0J ; M&M£©*§ 

3fciJt!K% nvxfo- JVfoi:) t£flS§K£: 

UTtt, DkXfn-mo» ( 08 *fc£ nWf'JJ^noW 
15 -k SKOS’jgftSVitts’St 

<5 ££{£* iiJE, Hr 0 V^r : y 

£tz, ttiPtliibTWu «K0 3’ 

^ x3rV7^l/7— tf> RNas efti’©?^l/7— liK: 

20 .215 

Tfi, 7h^X71/>^’ , J3— )Vf3:E(Dif 

ij^-ji i£#-i?t£q e> £ **$* vf % n 

•So 

7>71r>7MM©lfi§f£ttte, *589§©JBKteSMk 

©&!!©:£?£ 

7F (#K DNA) ©&£ffiaifcffi*i«fc, *fctt*KWlcffi»Wfe1ft»E 




WO 02/088182 



PCT/JP02/04215 



27 

57>7-fe>7# U 7 9 KWU 7 7 VJ- K (09, 

DN A) 

®tfU771/*7K (09, DNA) 

5 71z:>7DNA;^$?£b^o 

£fg0J3<D^ 'J 7 7 l/t^F (0<J> DNA) 
te, 0fl;Ui> *f§0J5<2tf <J7 7 1/^7 F (04, DNA) 

(-f&b"£, :fcf§0j0^U 7 7b^7K<D*i*fiii) 

MSE^!£*1J70%fiU:, $f^D<«^3 80W±, £Dff£b<te$90%£* 

*f£HJ<Dtf<J77b:*7K (09, DNA) 
:fcfPJ©7>A7K©N^^fe£n— (0>J;Ui, W 
H>#jfi©^SE^J^a ©««££& 70%bU, 2?£b< ttft 80%& 
_h % £D#£b<&i&90%£U^ Sfc^£b<m<J95%^±©m&£^T 

E^J#-t: 5DNA<D^S@E 

^ItcifSl'iilftfc, feL< (i^SW^cti : ^tW75:^S@27J^ gi5#£W 

T3 7 >3Hr >7^ U 7 7 1/^-7 btiZo 

£fc, 5’ MtR^^fc«3’ $«&£$ ($?t;b<te5’ MIRM^) 
20 fcb<&IIR!$t;:Mi$fc&SIB?i ^tdit^tQ— 

FfcZrflgtfZtlZo MfoWMt, 
E7JS# : 5 £fc&12?iJ#^ : 6 ($?i;b< teE?4#^ : 5) T^b^tlS 
E^iJ £^Tt £ D N A (DWskWM t MW&, b < W £*S1f l$ft 

t&mmm, TS7>^ii>7# , J7 7 W*?Kfc£t> 

25 ^(''f 5>b-5)o 

10~40«g, £F£b<«15~30 

^^b7-if^^©»^^mtcJ:^^$l»<Yci6lC, 7>^ir>7 

5j? IJ 7 i7 P t7 F ? V t7 H © 0 il (*77x-h) 
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- bf£i£<D<k¥®MQ /v&BglZW&ZnT^T&^o Ztlb(D7>^-£ 

^©DNA£jS8fifc£&JBV i T®6i"3iI£ 

**T?€T5o 

5 F&P — Ki"£DNAtt, ±13 L ±±^^©($#'<7'’ 

3=-K&3— FtS&SBfll £^WT5&<PT&nfc£±<> ^VADN 
A, ^rVADNA^^^'J- ±iBLfdfflJ9§ * ilWcDNA, ±13 
Ufc*fflia« • c D N A 7 "f 75 U £/&D N A (D %> ± V>. 

7'f77 l J—lZ&HTZ y <'7 7-fe> ;^r'Jt7 7-^ ^7X5F, P 
10 xah\ 7 7-e?5 F&±V>Tft*e&oTt>±V>. £fc, iDNAft ±13 
bfctt • « Dli!>fcmR N AB^^ffl^tSiR T - P C R©li 

? Tig^TS Z t £. 

h*-r5DNA£LT&, 

(1) @3?!l#4f : 2T»2n$&XI2mWT£DNA0g&#&S@E?iJ£W 
15 TSDNA/Sfctt (2) K*Wt: 2tmn5DNA±W7h'J>y 
X > h &£#TT?/W 7V?-1Xt2>D1XA&&b. K 

tMM&llz. HS©?£tt (#K y#>F9fr&*5i& 'stfi-) 

£ ;£f § $ e M § p — K 't £ D N A (D £ ^1“ & D N A fs. £tfi% 

20 : 2*eSfc>2t'l£DNA<h/WX HJ >S?x> hfc^#T/W 7 

tj tf'i XT<5DNAd: LTfi, IB^l)#^ : 2 

fc»70X£JUL ff£l/<tt»80XEU:* ±Df?£l/<tt*9 90KEU:» ££>£ 

25 <#T* *588© Mr 

7 r ^-SeStlSIB'r5«^*5) 2r^HP-FT^DNA©^P-x 

^i0^f^3-h*t5DNA0lIiW 
N A -f T- V^T P C Rft t <fc o TifUf 
Z>15&, fcifi^A/^DNAS+fBWOUz^-SS®® 
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DNAt/w^'j^t'-ya^fs zorn if & ft s 0 /w 7 u ^ 

-fif— y 3 >H #IAl£, • £□-* — (Molecular Cloning) 

2nd (J. Saibrook et al . , Cold Spring Harbor Lab. Press, 1989) HIE®; 
5 (Dljfeti.E\Z'&oTftt£OZttfT^Z> a 

■t&M'B,, 9< t-ya > 

DN A©tSiS?iJ©tili P C K#l;ll£, Mu tan™- super 

Express Km (^g® (ft) ) , Mutan™-K (^S® (ft) ) ODA 

io — LA PCRft, gapped duplex Kunkel 
mVZ>%mz'&oTftt2iOZttfrg%o 
)y □ - > { b £ ft tz ]y t 7 $ - M & ft £ P - F t Z> D N A 1£ @ ft) ll £ 0 ^ © 
£fctemMli£ D tUSg&Tmbfc 0 , U>*-£ttiQb£ObT 
^DNA^OS’ftMJl^iRM^o^ F>£b T© 
15 ATG^U £fc3'*«WlteSiR^ltP F>£bT®TAA, T GAt 
fcteTAG£WbTViTt><£^« £ft!=>CDlBlRfi£aP F >-^fSIRlljJ:P F> 
1£, A7^^-^ffiViT#iQT?) Cl <h *>T#$ 0 

mxu, (\) .^m(Dp± 

S6Jt£P-Fi‘5DNA£ < atK #Jx.l£cDNAfr£>@ftj<ht'£D 
20 NA®rjt^^)DI±lb, (ii) 

-': $ - ©T^ H® iSST £ H £: ll <fc D SBST 5lim§. 

£ £ T\ f§3i A ^3? - £ b T 1^ m l^MH * 3fc ® 7° 7 * a F m , pCR4, 
pCR2. 1, pBR322, pBR325, pUC12, pUC13) (#)> 

pUBllO, pTP5, pCl 94) ; F (#K pSH19> pSH15) ; A77 

25 ; ly A 

^D^;i/Xfc<J£©S!)#) , 7''f JUX ; pAl-lK pXTK pRc/CMV> pRc/RSV, 
pcDNAI/Neo 

fi»- #WS)t£ftT, 

HS^Ttil^^Vi. i^Dt- £bTl£, 
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SRa’/Dt-^^ SV4 0yn^-> LTR:/o 

o 

cMV/ot-^-, SRa^at-^-^WitK 
5 fJ^.H f|i^XyxUk7I®T^§i^H trpyDt-^ la 

rec A/nt-^-, AP^D^E-^-. Ipp^ 
— &£# ; i^dVtfJl/AlST^^i^it S PO 1 'Ju^— $— , 

S P 0 2^ot-^-> ; lS±3&*»*Tf*5» 

PHO 5 yP^E— . PGKyD^-^- GAPyo^" 
io ADH^Dt - $— ^i#Ji&ifflllST?&5#ofck 4 ?>Ja 

PI 0 T’M— 

'JA#JB'>^t;K S V4 (m®W-U^> (OT, S V 4 0 

ori &££^TbWT 1 fc<fcVio 

15 Ttt> #|;U^ $^fc Fd^SKStcH* (^T, dhfr 

(^VH/^-l' (MTX) ®H£I ^ T> tf S> U (^ 

T> Amp r M$fcT£l®'a4*&3) , 5/>BttiS15 J P (£TF, Ne 

o G4 18IH4) mWtfZtlZ o 

CHO (dhfr - ) LTfflV\ dhfr 3H5?£S#?'7 — th 

20 TW51&, ^5>?>£^£&V>18fllfc«koTt>SW&£^£3!ftT?# 

S. 

^/c> ifrglCJ&CTv 2^^|0jODl/'fe7 < '^ — 

MSK©N^^K:ttiflLTfe«fcV*. 03*.fc£ h7JSlSl:& 

5®‘a^ P h o Ai/tfi-)VMW. Omp ; ?§£#Vt 

25 a-7$7- € • '/'fi-JVffifiL ^'J'» * 

MF a • S 

UC 2 • is?i-)VWMUE1$ ; mztfWiMMmr&ZM'SMt, "f »a'J 

> • a-4'>d7 — 7iO> • '>747HS?!K 

?*;HB8i& v& % . 
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Jl©«k5lcbTfiifiSnfc*IB10©H:^-aeS*3-H*r*DNA 

HdT, 09 £& Xyi'Jt7ll. /\'7)UXM1 k IMk 

.5 o 

Xyx'J fc7JS®<kUTteU0IIX^X'>xiJ k7*3 U (Escherichiacoli) 
K12 • DH1 C '7u's—Vy>fX • XX • t f • X'>aX)U * 7#x$ — * XX * 
+J-<X>> / XX • XX * 17 * x-^XXI- (Proc. Natl. Acad. Sci. USA) , 
60#, 160 (1968)) , JM103 (XXX lyy ? • ? s svX • IHJ--7, (Nucleic 
10 Acids Research) , 9#, 309 (1981)) , JA221 (yt”^ ‘ ‘ 

x 7 — •/'H' XdX — (Journal of Molecular Biology) , 120 #, 517 (1978)) , 
HB101 (v^Y— XJl/’XX'^El'Xa-^— • /t-f Xdv—, 41 #, 459 (1969)) , 
C600 (Genetics) , 39#, 440 (1954)) , DH5a (Inoue, 

H., Nojima, H. and Okayama, H. , Gene, 96, 23—28 (1990)) , DH10B (Xd 
15 • XX • X • t'>atJV • 7 — XX • 1M x>>"f X • 

• X • X— X7X— (Proc. Natl. Acad. Sci. USA) , 87#, 4645 — 4649 
(1990)) 

/\XMHii Ltd 09A&1 Zt7)l/X • XX7;l^7 (Bacillus subt i 1 is) 
MI 1 1 4 OX->, 24#, 255 (1983)) , 207-21 X)V ■ XX • AM X 

20 XSXh'J— (Journal of Biochemistry) , 95#, 87 (1984)) 

SftbTH 09*.**. Xy# PTX-feX -fel/tfXX (Saccharomyces 
cerevisiae) AH22, AH22R"> NA87-11A, DKD-5D, 20B-12 ; '>XXy;*7P7X 
ixX (Schizosaccharomyces pombe) NCYC1 913> NCYC2036 ; t!X7 

25 AXhUX (Pichia pastoris) 

giiiiltli 0iJXfc£> ^j^^AcNPVOi^t &»©#] 
(Spodoptera frugiperda cell ; S flB » Trichoplusia 
ni O^IftWGlil, Trichoplusia ni High Five™ SMk 

Mamestra brassicae Estigmena acrea 
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n^o 'O'i ^X^BmNPVOipft (Bombyx mori N ; B 

mN«)75:MV^tU>.lS f M<k S f 9tt(ATCC 

CRL1711) , Sf2 1 jfQflg (£U:» Vaughn, J.L. "f > • # (In Vivo) , 

13, 213-217 (1977)) 

5 mm* 

* — (Nature) , 315#, 592 (1985)) . 

ftWltUTii flliLWE, fjWCOS-7, Vero, 
XAAX^-aCHO (OT> CHO*«iB) , dbfrJt^ffcfiyy 
— XAAT,^— l®CHO (OT> CHO (dhf r - ) MtfBSSB) , 

10 XLtt, 7WAtT-20, 7'>bGH3> k 

h F L Vi £> n& . 

i'>iUk7i»ofiKiii m x\t, yn y-v>if %'*?•#' 

• 7^x5 — • * y y * y ' -X XXX 

(Proc. Natl. Acad. Sci. USA) , 69#, 2110 (1972)^5?- > (Gene) , 17 

15 #, 107 (1982)/^<klCf2m©^fetfeTffXx-5^<k^T'# ; 5o 

/Wl/yiMOJ&SHE&fck 

yx^T-i'^XX (Molecular & General Genetics) , 168#, 111 (1979) 

X' 7 VXy>- x>yw toy- (Methods 
20 in Enzymology) , 194#, 182 — 187 (1991) * y^y • ^*17 • id* • 

• "7 xj y 5. — ■ * y y • y • p- xijx xi 

(Proc. Natl. Acad. Sci. USA) , 75#, 1929 (1978)&£ 
oTfT&P 

25 (Bio/Technology) , 6, 47-55 (1988))££<HlcSE®c©y}£tX$oTfT££'5 «_ 
tifixi** o 

mwuoi vn&Wk\t, mx.\& wx^suws iiiii^iyah 

p-;i/. 263-267 (1995) (^fiSfrfgfr) , ^DDy- (Virology) , 52 
#, 456 (1973)fc|Bifc0#ftfctSfr3TfT&3££#^£** 
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^rrsisit'^ x»RSEjfc£ftfc^M6&to0*#5*i*. 

jfSfS£M 

#©£WK:&gfcft*a& g*SL 

fri. BtmmtLTits 09X.& tnvn-x. T^h |J>, 

TO, ->3i^:^;»ibTll «Atf, %£& 

10 & U#-, ^ 7 h>, *-feV>, £|X*X, A 

Hyaiiiltet’ClIJfciffilW ; Ilftit.Kt #Jxt£> & 
<kiJ)Vz/*7 A, U >MX7K^^hU^A, J£fl5T^*5'C7Afc£tf$tf&tt 
£ 0 £fc, igJfcte, t'^$>§f, £*(Ei£B?fc£&*&WbT 

%>ViTJ:Vi. JgTOpHte, #£L<«»5~8T**. 

£ LTte, 5 /KSStfM 9li($7- (Mi 1 ler) , 

* X^7.AU 7 >'7 • -f > • 7 — • S^x^-x-Y y 

ty7s (Journal of Experiments in Molecular Genetics) , 431—433, Cold 
Spring Harbor Laboratory, New York 1972) T^^fSbt/^o ~fu 

20 mxiz, 3/3 — i r>h*u;u 7 

15~43 < CX^3~24^ff^totl^>. aH^»8B^^ffoTt>«k 

25 30 ~ 

40 < CX^6~24B#r B 1ff^fen§ o &5fc«kB, ffil^i£#£fToT&«kV>o 

X.lf, A— trfc— )l&— (Burkholder) (Bostian, K. L. £>, ry 

□ '>-> ? >^X* Jrf ' If - ^'>3^ • 7Af$- • *-7*-iM’x>W 
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X • tzf • if • XL— XXX- (Proc. Natl. Acad. Sci. USA) , 77#, 4505 
(1980) J ; 0.5%#1f5/M£^ : rr5SDigl& (Bitter, G. A. £>, T^o 
• JrX • If • ^“'>3 i-)V • 

• if • XL— XXX- (Proc. Natl. Acad. Sci. USA) , 81#, 5330 (1984) j 

20‘C— 35 , CC$J 24—72 BftSfrfcfcn*. &Bte«k D , 

TfcckVi. 

$1x13^ Grace’s Insect Medium (Grace, T. C.C. , 

10 (Nature) , 195, 788 (1962)) IZttmfcVfc 10%O'>M 

SiOpHttl5 6.2~6.4T?*SE£j&*$5Fi:U 
Vi. ««51#^27 c C-e^3~5 BHfr&fett*. iSCiD, 
£f?-?Tt><kVi. 

15 $ 5 ~20%©HM#^tJMEM®® ClMx>* (Science) , 

122#, 501 (1952)) ;DMEMig® (^DO^- (Virology) , 8#, 396 
(1959)) ; RPM I 1640 M • If • T* U * > • 

£jJl/ • TVyX-ya > (The Journal of the American Medical Association) 
199#, 519 0967)), 199 tgM (/D5/-y>^ • 't'X • If • y-tM Xf^ • 
20 7tf— * If • /KtDy^jJV • yVx-V 7>> (Proceeding of the Society for 
the Biological Medicine) ,73#, 1 (1950)) Stl-5. lgi&©. 

p 6 - 8 E £»£ L Vi. 30'C~40 , CT#9 15-60 

Wfr&frns. &®ICJ:D; a^^»a^Sff^Tt)«kVs. 
u±<D£z>\zvx, mmfc&fcoMmm, 

mx\-rfuomm 

CkDMlt^ £ 




WO 02/088182 



PCT/JP02/042 15 



35 

zzx% mmm*. m 

&*^&T~i?>teE<D : aE&&&&M* > s HJ h>X-100 11, &£©#ffii£ 
%tbZ>Zt\Z&K), *%W(DU-t7?-W&S*ftMT2>ZttfXtZ>' 

z.o)&? tux#e»nycmatt}^fe?>^^#±m^^ • mm 

ut'7?-w&n*mm?z>zttfx2&o zzx\ 
Plfl-Si&SA S D S -tf U 77 U^ 

M? UX h 7*77 j ; 77^-f^-^D 

15 7^7-Y — 

ZCttfXZZo 

z<D£o\zvxn*n%}/t7?-g&ntfMMfox&%mG\z\t, &*n 
<ni5&h^\t^n\z^v%l5fe\z&?xmz : g&t : b z ttfx%z> B 
20 u-tzff-w&ntft&x&zWi'&izte, teftHDfi&t bzwtznizmvzfi 
mz£ v , mmwt.rz.um^mz^m't^ z ttfxtz, 

&mz{m*is\xtz'o ^ #u 

25 f& h <J -?'>>; X~X h U 7'/X 7;^-;i/X>H^77^—if, 7 d7 
-r >*?— if ; ‘ 7 u n '>7*— tf& 6 ns . 

d © J: 5 fc bT# & n§ *5618 © Hz 79 ' -S 6 St * fc te/E-0M0S14teu 

y -fe - < -& a \z & d anr -r s n t a** *e # * . 
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(D nr y ? —w a sc b < te-e 77 k £ fc 
StftfMi, *38910 b-fe7*-MSSC t> b < tt-*0S#*77 h* £fct«-0 
ISBUUiSinftTftnH 7 /?d-7;U£t;#0 

Mft-r&oTfc.fcv*. 

5 *fPJ0b^7*-lfaKkb<te7©^5M77K£fcte70& (SAT, 

*389301^7*— SfiS^ iBSflBTSS'&tf** 5) *SB 

Sl:fo TMitTS - tifi X# §. 

io etfk:* *56K©Hi^-sa*«K:»’rsttflc©«jfijSK:'3ViT#jfi 

fs. 

(7 / * □■ -7Mtfc©fe«) 

(a) xy ^ u-j-)i&ifcm$imm (/wyj f-t) 

£189301^ 77 -MS ifcfttttofcttbT, 

15 -tngftfcSWSfi#* 

D7 > h7j;a/t> S4SIt 2 ~ 6 jiftc 1 01*0, 

n*2~io®gmf^t3ti5o mx\t, u-m 

i^+i-^r, <7, XJl/XyK x77, 7-yb, 1x77, 7=£;*Wf5tT.&/^ 
20 X^XiSsk^X '7 h#*£F^b<fflV i E>frl5o 

qty 7 ttJR*^MSESnfcPi¥Llft 

tl, $)tU£, 

HfttIMKSfcJiU >/t»&8JRU 

ffl*^il!'a$^^>^t{CJ:0, t^n-tJHSfti^A^'J F— *?£ 
25 H®-rsnid*T#5. &M70taM0$!l£kb ftffi0&S!Mb 

bir7^“$6K^£^M££ J RJ5£i±fc0'fe, ttfrC^bfcSBSaO© 

Jliifccfc Ofrfc? ut^Tt^o ^J 

dr— 7 — £5)1/7.77 XDjjft bM7^ — (Nature) > 256 #, 495 
H (1975 $0 ) 




WO 02/088182 



PCT/JP02/042 15 



37 

n— )V (PEG) *5 J ^ti^e PEG 

09 && NS - L P3U1, SP2/0 fbtl 

5 5j&*» P 3Ultflff£b</8V*e>*l*. 

20: lg«T?**. »£«fEfck 10~80%gg<2iIg©PEG ($?£b<te, 
PEG1000 — PEG6000) 0#&Ts *5 20~40‘C, iff £L< ttffi 30~37t:T£j 1 ~ 

■ 10 ftfeiH >3^^— hf£ d t \z <£ D^i^ct < MM~C%Zo 

IzLfcrf^TfrbtlZo Z.(D<k?fc%&£lsTlZ, Viz: 7"^— MS 

-h) k:/w?u 

m.btzfcftM'fu'?') >inw 

fc^ynx-f >A£$#£-fr7t@*SK/W :/U K—TJ&g±ill£giinU $ 

20 ty7n-^tn:#©ilSiJ^ 

tri#:©3iS'J^ I^liHAT (E^3r1k>^>. 75;^r'JX 

£Xfr fcfrns o 

ggij & J; iXWSffl igiffi <k b T > /W'/D F— 

25 1 ~20%, $f^L < \Z 10~20% 

©^JI&^JllLtS&^trRPMI 1640 igi&, lMOX©^J&£jfeg£^trG I T 

M (fn^M^XIi (g) ) 7U (SF 

M-l 0 1, 07KM(ft)) ®S20~40G, 

ft£L<mwx:T*$>z>o a^5a~3jir^ H&v<\zim 
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ra~2isiHn?a£. sutsxgtmtfzT'VfrfcsztMTtz. a 

LrmfcTtZo 

(b) *y#n-1-JW#:<DfrtimS 

7)vu-)vw®k. m, 

deae) ffimtg&stfgrcity 

fcftoTfirfcS Zt&?£Z. 

10 t#U*n 

Vlttfi? T»S6f* Z tifix :#§. *1891©# U 7 #J*.fc£> 

(*3691©M::/*-aaR*0ttIBO ±120^7 d7P 

i H«tcpit?LiM&fc %&%n & k &%&&&& 6 *f§ 

15 930 Hz 7^— SaKSfc&**a#^#8&£&lStUT, 35t*0#gf3li®!£ 

fr&pCifCckOSgjfTitSo ±E*MS8t« (*18930 Hz 
•. 0£iM) ^U 7-ge»£0 : ^£#:T&oT i fc e kK 

u 7-ae»0«s«3<fctf** u T-m&ntft&irimt® 

20 <T$ttf£#fci8£$nfci>.' mm* 7>il7J^ax vssv-^u# 
□ 7*'J X ^r — * — )V • U >*y V • A^yjP^O+f 'J 7“M6R£, 
^fc9Ett®l fc*fU 0. 1—20. ^tb<«^l~5 0**JtT*y7°U>^ 

nci^ifsun. 

u7-aa»to*y^u 

25 fr5 ££)&«■?£*. 

b\ 7Xf5 F^ttlXriK '7^*h*U Xn^£^rT£« 

ic»UT, 
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c %tb%rz#>, %±y u^yyyy 

a;t> h^^£7P^>h75^;\*>h£)8^T : bJ;^. 84tt,. 
2~6j1®k:i n-$j3~io 

Cl/TW^T#*. .#U£p -±)V$iW<DfrWfnWtZ. 

( 1 ) * 56 WOGgaH*®a!M:^-Se*fc»-r«U^>K (Trf-7. 
h) ©ft5t, (2) *3Sfi©GaGR#aSlHz:/^— SeM©&tB^£fc§l 

(3) (4) *3&93 

© U-fe 7 — g a S S fc tt-t 7°T- H ©56SS £3Efc $ it 5 fb£‘ «J© 

is (5) 

(7^Xh, 7y?d ~ ©77 1J- 
20 ;m (8) ^Bj0G$ea*^i/-fe^-MeaiU7f>Hi0^tt 
£^b£i*5{b£^ (77f-^h, 7>^rf~7h) 

o) *fgE 

do) amaj«^*^«*56w©ni^- 

25 s, (id 

K ©M $ ■& §'fb'a i ©M& «fc 77/ £ fc \tfeWM, 
(12) #%BJ}(DUt7#— M&Sb b < &-£®gB#^7 0 7- 
jrrsstfrKiis+fD, 03) *5Ew©Gae®*aisnr^“$e®& 

zi-F'f ; S>DNA^Wt‘ ; 5#t; h h 7 >7'7x-'; 
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&)U GM 6St#®S U± 79 - l£$hT& U # > F 0|g^tt£^b£i± ; Mb'n 
5 (0>J, Trf— Xh, 7>^rf-7. h&£) %79 

#, R7^x*F£fctt7>*:Yx* * J&«Slfc££l/ 

*£$<Z) l/-fe7^-3f 6K& b < &S&3M77 F 
V7.79— gaK£fcfcfr£®E#'*77F£:i--FT*DNA (ETF, ^ 
io W©DNAi:WH2*r^#^**) 

f<50Wfc (:£rF, (DR&lZ'D^T, Sk 

TKzAflcWfcW^fS. 

(l) ;£EE©GaBK^SM::^--8e»fc&TS l J:tf>F (Trf- 
Xh) ©&5t 

15 *5gw© l/-fey^-ga® fc b < H t>. 

(73*X7,h) £«*U 

tut)*>, *§suiwu *f8w©w-fe^-se» , bb<tt-?-©ifts^4* 
^§$£>££#^'77 F$>b< &7£>li<h, Siifcfb£$££j£M2'£& £££$$ 
20 *£TS*»9i© l>fe:7*-SB*fc*rt‘* U # > 

KfWfr&to£bT«, &$D0U#>F (09* tf, 7>^7>'», 
^7>, #>7tV<F, 3 1/y^h^r-X WiX 7 

7hzx Za-n^HY, *£*7F> yjx nv^l/'r>X 
7'>h'>>, PACAP (09, PACAP2 7, PACAP3 8) , *b^l/ 
25 7X !fMzt>, tDV=s h-X 7 K 1/7 77:1 U X V^hX^X 
GHRH, CRF> ACTH, GRP, PTH, VIP <JVJ7>? ; t4'? 7 
>7*7* 7^ 7>H 'JWryF #'J^K),y7hX^X 
p— ASX 771) X 75'JX 7777XX CGRP (*;i/;>P^> 
5?->Ul/-7<,yH^H) , o-f nHJXX A>7l/77X 7o 
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T.^:77>'7>> 7f/'>x THW^UX 

x _ /1 _ :77 5 ij_ (#| % il- 8> GROa> GRO0, GR0r> NA 
P-2, ENA- 7 8, GCP — 2, P F 4, I P 1 0, M i g, PBSF/SDF-1 

>-if7775 u— ; MCAF/MCP-1, MCP-2, MCP 
5 -3, MCP-4, eotaxin, RANTES, MIP-la, MIP-10, 

HC C — 1, MIP-3 a/LARC, MIP-30/ELC, 1 - 3 0 9, TARC, MI PF 
-1, MIPF-2/eotaxin-2, MDC, DC-CKl'/PARC, SLC&^OCCirW 
77 7 5 U - ; lymphotactin 7 5 'J - ; 

fractalkine fc£:0CX 3 7 >17 7 ^ 7 5 U— , X>F-feU>, X 
10 >xD#7,HJ>, k7.75>, x^l-P7»>, TRH, /1>7>77- 

F, #7X>, U'/^X7 7fv>® (L P A) , 7.7 
^ >□’>> 1 -U>&fc£) , 'J'/^7 7?yiVtU>, 7,7^>p , '>;u 

xxo-rm Biff*, 
■iV'JVJ'i F, 77+F>i» 75>ii, 75 7M, 7 7 7^7 F, 
15 7 71/^">F, tFSfctt 

ni?L»j#3 ($!*.£, 7^7, 77 F, 7^, «7>, fc'7v, Offl. 

#±?f & £ 0 y-fc ’?$— Ic&KK^JD b, &0Bt2iO$tf£ttfo £ £$0^ 

b&i* S#HU ®fc»fc¥-0 U #>F ztifinzz. 

'-W&H<Of£Wk*W£k U Rf§S*MVifcl^'fe^-IS^7'7-b'f *<£ 
fflViSUtKi.fcoT, 2^^BjcDk-fe77— 

' *.£, 77^^111, 7ir7;FPU>M, IMCa 2+ iS$t> 

25 cAMP£jsfc, IWcGMPi^ -i yyh-JU'JyMM^ SiM«& 

3E®i, >@Kfc, c - f o pH0|£Tfc<i:£f5:i! 

|-T3?£&) £WT 5-fb^4Sl '(09*.fe& ^7 P 7F, HGM, 

#^77 f»^, 3 &»£®»fc£) 
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£m{kGV3t%&f&'£'&1t18&<D. 0VU& f&U't'?? 

tefc££S!lJ£TS £ 

*fg^©nr^-se« t> i/ < stcs^w 

»i*56MO!8^^ H t> b< 68^ 

^ fcttSElSlI^fc^f *8‘&ft&S9St‘S £ £ £#ifc tf 5*56900^^ 
*-$aH£fcfcre®SUC*tT5 U #> 

15 *f6M©U-fe^“$e*&=i-K-r«DNA 

£^Tf 5 ££fc«ko Tiffiltl^s bfc lHz:7* 

20 — I^SSt£^^rf‘58ilII&l£6£ft!!cFii , fc 

l^-fe^—saJI&^H^fclBIliajWStflltt (09*.ii» 77=lrF 
>®au«, 7-fe^3 1J >5SH> ii§rtCa »*«, IWcAMP4^ 
llrtcGMPSi -f/vl — #WStt®l££#N 
SM0'J c-fos ogttfb pH0CFfc£&iEii1'**ttSfc 

<DtSSfrffr&to£» ^Hj0l/-k7^-MaK^3-HT ; 2)DNA^ < a^'T 
5^»te^*S*T*JlttJ:oTI(BIJiailUik:56SbfcV' : b^-aaR 
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7h3 L Jl'3'J>i iSL iWCa 
AMP&E&* iWcGMPi^ ^ J's\ — )V') 

Wi. ffll6rtSSROU>KflS» c-fos®g|ft, p H <E>4£T & £ £{£jft 

5 oitticwi's u*>h *. 

£f\ ±f3bfc# 

-sea**ai/T^s'o 
^ gi/-te:/^— ^SH£ p- KT 5DN 

LT&, iI7£> c DNA^fflWe.n^^b £'Tbt)Ctl(ClS^^tl ; 5t)©T 
ttfc<* flIAfcf, *6ff*fm«DNAM^T^J:v». *fPJ0b-fe7° 
W&M&3— HI-^DNA^rit^^Sij^M^^Abx -et a£>£» 
<^!I IgDNA^Jt^M&^Tiii^T'SA^zi.P'^-'OI'' 

20 (nuclear polyhedrosis virus; NPV) <D 

SV4 0^®^D ; E-^- UhuO'UVT, 
0^0^-^-, /^□5 1 ^-f>7 p P ; e-^-> thh-h'/3'y^yn 
% 1M > SRa^Dt-^-^i:© 

TSSt ©tf$f S b Vi. 165! b fc b-fe - ©* t ft © 

25 «**& XiK CNambi, P. &* if • • *7 • SW*a5?X 

Jl/ • 'tr^.XhV— (J. Biol. Chem.) , 267 #, 19555 — 19559 S, 1992 ^3 

\zmm<D*m\z'&yx'rt? 

tfciloT, *5S^OU3tf>Hft€^K:*VsTfflVi&nS*5fiM©V*fe 

aaHfeb < 
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xnu b fc -se s *> b < ^ h £ i&rc tb o 

oTfc«fcl^. 

5 ittlW^7^TkF> ^l/YUV^i:* 

4fcbTfci:V>. H^flsfck M0^S^oTff^'5ilt^T#<5 o 

mm, mmr iWMMv^nso 

10 )itFiBMJ^ffl#£te> JBM&fcfcftbfcSb 

#<^£tl3IIi#£J:?fcT3o iHSOi^ttta, Potter-Elvehjem 

7— 'J ytf'fuy ?—' ^U ha 
> (KinematicaftM) fc£3«»#ife> g£ftK:J;*®5fcfrik 

15 £®<fc7tcLT#£ti3!fflfl&Mteu »■&&#«&*> 

#*. flIAfck (500-3000 rpm) TfJSfcW (3fc* » 

1 #—10 #) 3M>U ±it£S&K:#3S (15000-30000 rpm) TjI3? 30 
#-2B#M3t4>U ZL ttfr 

20 iisaii^+t«> ^bfew:y^-MaK«b**5feou>^ 

ttv-fe^-saR&^Tsjffliia^'toKia^+o^-fe^-saH© 
i saiiaafco, »£b<te io 3 — io 8 $hp» zzizftgb <« io 5 — io 7 
ft*, f§S*^ViJ5SK0^fcD©U^f>H*fr&fttt (Jt 
25 i£tt) iS^gfcX^U;-— >?%<&#&& BlffifcfcZ&frO'V 

fc<, H-Dy 

b fct$. Kto&fttf&STC 1 & 5 . 
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£tkT o 

5 ®»b&K®fl:£4&£UTW:, C 3 HK V n lU C 14 C) Sfctt PS] 

77 p, XXX^P^X X i^MSX tnbzx 77PXX Xi— 
O^^KY, Urtt't P, 71) X Avyi/7'>X t^yhvX PA 
CAP (09, PACAP 2 7, PACAP 3 8) , -fe7 1/^X XlTl^X 
10 ^JUv'PxX THVy^ya'JX VY GHRH, CRF, 

ACTH, GRP, PTH, V I P (AVTi'f^ 7 7Xr77V7;P 7 
>F U-ffyF 5tfl)^7^F) , VYh^^fX p— ASX 
X 75'JX 77v3 1 XX CGRP l/-f 4 7 

^7’7F) , n7 3P'JxX A>71/7 tPX 7d7777X7X P 
15 a>^=HPX 7 f;y>, 7 P 1/7 ’J X ^OX-A-7 7 5'J- 
(#1, I L — 8 , GROffi, GRO 0 , GROr> NAP-2, ENA-7 
8, GCP-2, P F 4, IP10, M i g, PBSF/SDF-1 &£<Z> CXC 777 
7 X777 7 5 U - ; MCAF/MCP-1, MCP-2, MCP-3, MCP-4, 
eotaxin, R ANTES, MIP-la, M I P - 1 0, HCC-1, MIP-3 
20 a /LARC , MIP-3 0 /ELC , 1-309, TARC, M I P F - 1 , 

MIPF-2/eo tax in-2, MDC, DC-CK1/PARC, SLC^i’©CCir ; R^^>it7’ 
775'J-; lymphotact in >777 7 5 U - ; fractalkine 

££<7>CX3y ; E#'f >777 7 51)—®) , X>Ft'JX x>xn#7 
HJX hT.7 $ X Xa— □7‘»X TRH, A>7V 
25 A777 P, #7XX U'/^X77^>i (L P A) , 77^>7» 

1 - U >®, U 7^7 7 7 7 XHr U X 7 7 7 >7X>l/*7*U ;i/3 U X 
>J 7*7 7 7 7X1/3 UX 77D7 P2S> 7V7W7P, 7 

74rP>®ftlStl, 75>3i, 75 7.®, P, 77Xt>P, & 

fqjjgjfc® £ it & Ziffim-c h 3 o 
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8tOAy7 7“fciSt5uifcJ:0Ut^-afi 
£HIKf&o |A'y7 7-ft pH4~10 (M£t< ttpH6~8) ©>J> 

5 |/t9 7 7-« hUXHfc»Ay7 7-ft£©U#>F£lH2:/**-*e» 

£fc, IM$*Wa8££te«3i**@KnN CHAPS, Tween-80™ OfeEE- 

TYyTst h) , '74rF— >, l/— 

10 {£, yti7-7 — •if{Ctk?> l/ v fe7 P ^ — J ^> U 3^7 F A'S § W"C, PM 

sf, p-r^y^>, e — 6 4 > ^zz^ytazo 

^D77- t£K.#3!l£A'.y7 7 — KUP^TfcckVi. 

£©<fc5CbT#&fafcl'^7^*-tBi& 0.01~10 mlC, — (5000 

-500000 c pm) © PH) , C 125 I) , C 14 C) , t 35 S) 

15 #JS#K*5V>T«, (NS 

B) £30&fc£>l;:, D c^ca*!©*S®©K»fls 

$JO'C~50‘C, 

MSb< ^4‘C~37‘CT?, 20 #~24 R#FhJ v M£ C < 30 3 NfFbJ 

fttefrnzo R&&. %?*'> Mmmmm-vRmmzn'&is* xyxmmMM 

20 &jg*©Ay 77- (l/-fe^-^a n D^l^i©A^y7 7-) Tifci£L&«, 

'^fHS)t'£o ^-aS (B) 

e>^«fftWIS < &* (NSB) &5IWfc;&£>F (B-NSB) #0 cpmS 

25 F (7P-7F) tl>TmK?ZZ£#'T&&. . 

U #> F£#^t' ; 5±SB 

(DSfcKKDlc&^T, (#l*-fc£, 77^F>M$H, 7-fe^V 

nU>H, *fflH&F*3C a 2+ M, i®cAMP^, IWcGMP^, 
-r/7i — ttiifilft, iwii&rt£a*©u>BMk c- 
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fosOSttft, . 

it. b&m*Tm?rzztifi'v i gz, 

- bmiZigmtZo <J > Kftfc&fxfcS tC&fcoTttWfeoTSriffe^ift 

sssmuT-wfB-r h Lfc'&, aiii&£Jiffl**v»«±i*fc*iHi 

iKLT. 

Jf«£*fS«)Sf («**.«* 77=£K>M&£) 

&gp£i 1C «k o Tlltf&^lp £ te. L 

10 -T7 5/-fe<Sff^Tt>«kV>. cAMPlWi^t*©StttI^^T 

tt, 7*^X3 U 

\t. *f&m<DV-b'79-ttn*>ls <&*<!)&. *58W©W# / *:/7-K , fcb 
15 ^Bjoiz-k^-gag^^rr^m, 'Sfcfwtwu 

■t 7^ -$ e a t « mi&vmmftfc £ £^wt s & ©■ t* * $ . 

*56KOU^f>Fft3£ffl+y bO^tbTli &©%>©#USlf&n*. 

1. 

20 Hanks’ Balanced Salt Solution (^T^^fclS) {3, 0. 05%<D 1 J 

75 > ZlJQZfcbfDo 

71^0.45 /xm©7^ TltiliMlll', 4 c CT^#t" ; S^\ & 5 Wifi! 



©Gsasi^ttiiw-fe^-aasiffia 

12 ftT'V-Mc 

5 X 10 5 I@KftT|$ftU 3713 . 5 % CO,. 95 % air T 2 SF^*Lfc ! b 0 o 

rUIRCQ [ 3 H 3 . C 135 IK C U CK C 35 s] * 

fc tejg £ f£jj&Tmm\: h tz b <D 
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&k:ti ^MKiUHRT*. 

;UA75F, DMSO, *#;-)imzmMtZ>0 

2. 

®12 FfcTi&#bfc*58$©Xiz^— SeStSB&C 

HOIII^ m 1 X2@&&Lfc&, 490 ti 1 

i££#AK:in*.£o 

io ©SI$l£»'&tl£5 u 1 .in*., MfcTlP#HEJ&3ii:£. 

juljD*T43<o 

1 m 1 CMiliT 3 IBUfe^b 

&#lttl!(ft^ttS0.2N NaOH-1% SDStillU 4 m 1 (DW.B 

*/>3‘V-9-& mytwmm tm^rz . 

TttWflHtsssjfc-r*. 

tuxit, ®mz. &j*T«k ssim, Bm. &«u m, bu 

&*i, 7>^:t7Xv>, 

20 tfX^XX, *>^-fcf/-r F> 3 1/’>X h^->, W5X -feD F->* 
^7h-X -a-n^^HY, ^tf^hX 7”'JX AVTVyXX, 
^XFvX, PACAP (#], PACAP27, PACAP3 8) , -fe7 
V^X if)Vtiz!>. tDl'ybzzy. 7 F W*XxU >, 7Th777>, 
GHRH, CRF, ACTH, GRP, PTH, VIP (/\*7775V7 T 
25 >fXr4t^ 7>F Hi'yF h*) , WhX^X 

F-A°5>, WJ>, 75 UX >, CGRP (*;1/'>P— X 

— XUX — t 4 y l' / ^y?l') , n-T^FUXX AX^l/77'X 
7^7*7 >v>, hnx^^itx, 77V XX 7Fl/tU>, 

7— A— 775U- (09, I L — 8 , GROa, GRO/3, GROr, NA 
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P — 2, ENA - 7 8, GCP-2, PF 4, I P 1 0, M i g, PBSF/SDF-1 

7 5 U— ; MCAF/MCP-1, MCP-2, MCP 
-3, MCP-4, eotaxin, RANTES, MIP-la, MIP— 1£, 
HCC-1, M1P-3 a/LARC, MIP-30/ELC, 1 -3 0 9, TARC, MIPF 
5 - 1, MIPF-2/eotaxin-2, MDC, DC-CK1/PARC, S L CtzEVC 

>1 ^ 77 $ U — ; lymphotactin ts.E<DC*r 7 5 U— ; 

fractalkine&±0CX3'7 ; E;*H , X>F±U>, X 

FU>, h775>, :a'DT>'»« TRH, /t>^7r 
^ F, #7X>, (L P A) , X7 

ij ;m ij >, iJ'/^7>7 7?;^^ , J>. TvXEK FH, jfiftScfiS, 
W-TF, 7?*F>KfWfcK 75>#t, 75/g£, 77 

15 (2) 2F^ B ^0G^SK^Sl/-fe7'7— 

®^0J0l/±77- 

*fg0J3©l/-fe7‘ 

mtLT&ft-tZCttfrtZo 

mx\f, 

Vi 5fcse> fc u tf > F OR R0tt«6 
7p^) (D^^0W±7’7— 20R£tfU&#ttft4UR 

25 l/±77-gaH©*£1#^GfcD, © (0 *56W©W*fe^-SS®S3 

— FT3DNA£®M£&#Ufg5!£-tt-3;i<i:fc±t>T, (ii) 

##tfe5aaJ!6K:*f6W©^*fe^ , -26KS3-FT5DNA&#Xbf6 

^ S -frfcft fc , MIS & RUf fc&WT 0#©#fi fc 
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%WR<DV J e.~f 9— 5DNA 
5HT1D (-fed b->l^-fe7 p ^-) K7 

7^-g6*T&5„ 

*56K©Hr^~Sa»^fcttR^'fe^-Se«&^“P«DNA 

tt, *ffigSA(#8*fi£ •*& 7)Wy/\'C?-l?i, m'kWWfcZ). ft 

frmm&mzte, ^j^use^; Tmftmmg 

io #&£), ftaa&sKmfck vamm. mnmm*. $ m 

XU. &/b8U&BiMg. ittitBffi. tt«. &®£M> %M. 

^11, Iliaa , >bMB MX\Z. $£h>Se, iC.'fff«S&£) ft£0^ 

*fg0J01/1i7^-gaSt£E^£LT&fflT£l§'nte> 

*«*&», :£fgBJ0DNA£^0££, &3^&l/hn7''r;l'7'i7r$ 7 —, 

7?/^ J1/77V *>x-fy H'H 

**M©ns^-aaKtBi«ic 
20 &&, *580!©DNAfck -?-0££lr, $>% 

Wtj£'&fejM<Drztb<Dli$&}%}££blz. ifrK^-WW Fn^Wr-ril/ 
0 «k 3 & * x- 7 -^ £ «k -3 T&4f 5 n t tfr £ 3 . 

±f2E^0^tbT^> #!*.&, *7" . 

■fejVSU xy.*'>;w&u T'f^DA^t^J^dfOlP^J ; 

25 z:n6)0^ifi> fflxtf. 

ge*sfctt<D«^’fe7 r ^-ge»*3-HrsDNA&, §iw,m, #i 

#ufc«, «&), ^t7;K km, ££ 

ay, ntt&»3ifcfc 

g0**fcttDNA0^gtt, SB£TS*S891©V' 
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&]%.&> MyT-y* hx#>K 7y\Z73kfcE<D&i$ 

#J ; tSftttt;UP-*fc£©IR»8y ; □ ->**-?■, ifx^X 7)V*?> 
5 B&En&fcM ; XfT'J ; '>a»> 

J&©£3&fcttfi#£^bTl>Tfc«kV*. 
ftWSI*»jSt'5l6K:fflVi6tlSSSilPS!ltbTtt» 0S*.to£, ± 

10 )l ; XMMteEMtyfofcEO 

to t ^ E Ifi&VT 6 o jjctt'S k 0 JU&J8 V> 3 l^l: &> ^ H *>Sf , 
D-y;i/ki — M d-t>x] — ;k 7 

;m-;i/ (#k x*y-;w , tfV7JU3-Ji' (09, yotry>^UP-;K 
# )j x? 1 w > ^ u □ — jp) > 2H * >tt$M5fiH!fe89 (09 <l'Jv )V^— h bo™n 
15 HCO-50) 

&mmt, ait, 

g»ititn 09*«, mm (0d*tf, 'J>im«, 

HJtfAliarifc) , llftl (09xtf> 

20 -r>fc£) , (09*fcf, kMI7J^SX #yifl/>^'j3- 

;l,fc£) , &#$9 (09;Lfef, ^>v^T;i/n-;K 7x;-M6 , Kft 

0Jx«, kh4>n*?Lii) 

($!*.£, 7>;h> ^u-^, ■>'>> -f*, 

25 +h;^<i:) i£#LT££{c9g4T3£k^T#£o 

3£P&4©*§^ 09*. «, M# (#*60 kg) 
-B*fc0» 0.1-100 mg, !flt<ttlH0~50mg, J:D 
ff£b<te£j 1.0 — 20 mgtl>§. 2MIPfi-5©*£, 
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£&£ (^*60 kg) t~*fbT, -B&fcD*5 0.01-30 mg, *?£b<te 
0. 1—20 mg, «fc9$F£b<te&J 0.1-10 rngm^. 
2t^^©DNA£>$4iite:, t8:42t&, ■ 26#' 

5 J;DiS&££ ! , ^1P^4 ©^'d> W%M> JfilMf (#fi60 kg) K:2tbT, 

-BfcfcOfc 0.1-100 mg, $?£b<&*5 1.0-50 mg, <fcO£?£b<« 
15 1. 0—20 mgT&5. ;£f§BJ<DDNA<Dg:4Mte, 0il 

*.£, &£% (M60 kgt 

bT) {CotfbT, — 0.01—30 mg, $fSb< 0. 1— 20 mg, 

io <k9£?i:b<te!lJ0. 1-10 rnglrfe-So 
(3) 

^pjODNAil ■/□— y<kbT^fflT-5il^^«t 0, 

Hj$j (f^l^te*, '77 h> "7^7X, k'y^, ^ 7 > / ' ^ :3 ' 

15 D-jVfr£) 

-Fl-3DNAi:fctemRNA©M1ft (3t&^M30 
%<DT!. -WAfcf, ^DNA£fctemRNA0ii{§, 

T'l 5 , HDNA^fc ttm R N A ©itiJQ & £ V* iil E Oi 1C T1^®r^ 

20 :£8^©DNA%fflV*$±IB©Jt<5^t£®rfc*' 

•f^'J^'tf-'^H^PCR-SSCPft (Genomics) , 

fg 5 #, 874—879 H (1989 *) , '?U*s-*»#X • *7 * * ^'>3 ^ * 

. ^ . ^i>HX • • 3.-IXX- (Proceedings of 

the National Academy of Sciences of the United States of America) , 
25 1186#, 2766-2770 H (1989 *) ) ?S.Ete£'OWtZ>ZttfX^Z>o 

nzfc&Wcozzv— ->■?%& 

2k^B^CDDNAH, ya— :/£LTfllV i 5Il£IC<fc?)» #^BJ0l/-fe7”:^ 
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m x\t. a) (mfevB 

g % o») 

jrrscfcfcJ:** 

A#WfcfimT©.k 3 fc bTtT&5 . 

io (i) FBS^Sii^l (#]*-&> ^'yF> 

9 \ #$/, ^3, -<*» 1tJl/fc<^ 

7 7 K fc*tbT> ^J (fl»J 

*«, ffigai^Sk JliLBEteTSk inMM, MEmWzZ) W^liftimi' 
bX (fllAWb ^tKX Fb7» fi^bay^ SHBfiN fc££4;i> 

j5 — ®$|10!liiftbfcfft'Kb jHl?& fc£V*fci#5i:©R® (0W& ®' W' 

fog) s £ It teUSifr £> M b fdm &51>«8IIII&&W5. 

#6nfc*Hia^^n**f6i00u-fe^-“Sa*^fctt^©«^^ 
HOmRNAtt, 0S*fc£ ®#©^ttKl«kD*Hllia<P*'&mRNA*ttajU 

TaqMan PCR*£0#fe&fflV>SCltk:«fcO«-r*^^^ & 

20 ftJ©#SfccfcO Slf^uy F^ff o ^t\z& } 0M j fc'tZ>Z-t*o~£%Z>° 

(ii) 2^51^0 l/-fe^^—^aKt)L/< F£riRj§tT£?i£ 

5ME«fr&±l30**fefct£V^»ly» R^Kl£&fcfc^£*iS*5BE0l'-fc 

FOmRNA^I^itFt^ MffiT 

fc#»©X2U--->^fck 

(i) FDf?L®J#l^^bT> H$J£>5 

(30 #hu~ 24 PtMith $?i:b<te30# 
|ff~12 ^r^ttr. <fc Off £ b < t£ 1 B#KM~ 6 IHD fc b < tt— SRflHft (30 
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(30 3 0t, £?£ b < te 1 2 0 ^x «t 

0 £? ^ b ^ fci 1 NfIs 3^~24 l/'t7 p ^ if 

5 ££:£<£ Ofr& 

(ii) 

•a-, — (i b^~ 7 s&x jfSb<fnei~3Bt« &Q& 
io 0R£;fc&^©cH^ / ''^ : ' FOmRNAl^i. d tlcJ: Dfrfc 

£^T 5 'fb'aiJ"C ! & 0 x AftftJtCtex (a) ^56W©Mi^“®0R^fe 
15 GSBK&SMIH: 

(09*.tf> 77+F>lll. 7tWU> 
JSH, MCa 2+ >m i»cAMP4^ iMcGMPm -T / 
vb-ji/U >mm±' »* «nart$e*ou >®fc* c-fo 

s©stt-fb, £*t 

20 !£2i tZit&to. (b) * 58 «©V'fe^r-a 0 K*fctt J E-©«^^b* 

©58 PP Ox SrWP £ ■£ £ fls-o Hre S> 

j^fra^lilbTtex ^^^Fx H0x -a^b-n^Jx 

^£^4^!$) & E IfiM tf £ tlx ZL tl £> -f b'n & O X fc efc V * b x 

25 ^©fc£«rt?&oTt>£i>. 

*£B©V-fc7*-SBK«©£ 

g?S14£:fl3£1'£ © ^THSPtt&BP t bTWfflT? & 5. 

*56P©l'-fe:/*-S8R$©£ 
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’J — ZLl / -k 

tlp^KlbT, &MMMt't : 5> Z. t 

COJ:5ICbT#&nsMtt3S^T?ft*tt^*®©’ p ' «****' th ^ 

5 ntSJMfc (#J*-fc£, 5*;K -^7, ^' x ^ 

.<*, +Wfc£) KttbTtt^T* £*:#*?£*• 

*MMWK, 

*IPK4©$l‘Bv 0!*.#' JMMt (^*6° kg) 

L,-^ — *g£>;fc.D$) O’. 1 — 100 mg, £P£b< l-0~50 mg, 

10 L/<ftl5 1.0~20 mgTSS. #iPS4®i^« k'&%q£.tz\t J £<DM(D 

mx\ts mnm^ b&% (ft 

S60 kg) IcMbT, — B&fcD®0.01~30 mg, £?£b< &&U 0. 1~20 
mg, <fc9jf£b<f£*8 0.1~10 mg’?**. 

15 ( 5 ) 

*%BJWU-k7?S&Mte-kff<nt&V> &\X.\t. 

^ — g a g \t-£ k (D5&MA twc $ •& ?>4b / p | 

fc / MM&m?t& i^jfiiff^, tombS^ Tmfcmt 

25 HS&<H), ftjStf&i&(0!l^.&' Sif^t, iHifliifil^^^), ® (^1 

*# % #/k*s» itffltt#, m mms. 

ggj|8& ®MSi&£) , 4>^S (#1;U£, 3&i>SE, 'L'M : S!11&£) .& 

IrjT ^1 •& o 

b-by^ 7 — 
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_t|2bfc:£3!9§© 

U±7?-W&W<D*gi'&tmmz :bT, &mM&]£t5Zt&T£Z>, 
z<D£5izLr&zrLzmmtg£T&m&T$>z><DT. mz-tt, 
pfi^®#3 mz.&, yyb, *3, 

5 -<7, 

&£{;:£ lDS4©i^> *J£# (M 60 kg) \zM 

bT, — B&fcDllJ 0.1-100 mg, $?£b<tel*J 1.0~50 mg, kOffS 
b< 1.0~20 mgTfe^o ^SP^#©^^ £.fdtt J £<Dt&<D 

10 S4i(i 0iJ;U^ MS# 

(M60 kg) (X^fbT, — B&fcD&l0.01~30 mg« £?£b<te$j0.1 

~20 mgv <t D£P£b<te3$0. 1 — 10 mgX?&3 = 

(6) u #> k©^»£ 

15 2^^HJ©b-fey^— U#>K£&bT&‘&tt£WbTV*£© 

xr, £fcwz&tfz>')fiy\ i m&zmm&<feMtz>z£rfr'gz>o 

Zttf'VZZo T&frl3> 

§c:<ktx<ko © U ft > H *iS &8J5£*f %>zt fr'x?# 3 . lz 

tfoT, 

(DAfllJIIS r^^-fA/T^-fe'l’J (ttitfb 0HfB49^ff) 
(DAamn r^ x (iiit, raw 54 ¥58ff ) 

'ffcS-fr-Sflr&te (7rf-Ah> 7>^~At'&£) ©A2MJ — — 
JtS©58S*&#lfBU 



25 
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mm. ^77 f, $es. 2M77F&fb^^ 
tK 58»£fc£%fc£) 

f^o 

£©«fc5fc-ffc#»K:«. (a) G$aR£ft£M:7*-£frLTflBra 

5 gStfgft (0!l*Kk 7^F>« 7-fe7;m U >&Bk »Ca U M 
m, IWcAMPM, ilrtcGMPM. < J '>h-;i/'J>Mjg^ 
iisiififi^ «^es^u c - f o s (Dfsmt , ph®® 

;fc%BJ30l/ir77— Ic0Ki-#7&77“X h) * (b) 

X h) , (c) 

(d) 'j%>Ft*%WGW&n#'&m 
Uh7?—g&Mt<Dfe'&tJ%W>2 J &%4k'a%>fc£fi i 'S£ft2> (&** -t 
IE (a) ±iELfcU#>Ffc^&£ckoTXXU-->7-r 

15 0 

77F£fcte7£>&^ U#>F££^M£ii7ci8-&t (ii) *?£BJl<PU-£ 

mk^m t t 0itt££fT& -5 £ t £ U # > F £ 

20 *58 0J © l/-fe 77 -M 6 * t> b < 77 F£fc &7 i 

U — — >7;£&te> (0 <b (iO <£ ): ®>'a fc&t'ts, MZ.& 
W. Mr 77— MS ^^73 U # > KOSS-nS, 
lt, itm-rzztzftMttZo 
«fc0A#»lCfck 7S8TO. 

8$ bfc U tf > FOttl/t^-Sa*liC»t5l^ 
*£«JJ£U tt«rr* E ££#«£T3 V -fty F £*58E0M:77-$a 



25 
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®mm v rz u # y f 

5 ^isbfcU 

£Mm£<DBG&%£fcZ J &Z>4k / n ! &l£'fcte : £<D&<DZ? 

(DWKb&U #> $^ODNA$^ft 2 > 
Tlfeiit:^s bfc Mi:/* -S a R^ fc «tt2 t > 

&**r*J:ifc«koTaBffiJR±t:f6llbfc*»WOH:^-seH^K: 

§ jg-&a b , tttfcf 3 t £*fg0J © bir :/* 

15 fes 

@*f8K©V-b^-$e (m«» *3893© b 
-fc ^ 0 R^ CTT -5 U # > F fc £) £*^9! © Mr 7* —If 0 £ 

*3693©Mr:/*-s0R$&«ttfls*r 
§{b'a^l43 Mi:/* — Ir 0R^£'a ; f 

20 sHas-a-fc#'&fc*^5» i/t^-^ifcijawsf (3W& 

7-fe^3U>awi, »ca m' hwcamp^ 
j&> iffliSF^c gmpm 'T ;m >Bfc£4, iMl®i- #u® 
l*)M0»©>J blg-fb c - f 6 s ©^Stt-fb pH ©finite 

£»£U 

25 *8§§8©Mi:/* — g0R^t©^'a , l4§:^'fb$'^ ; &'fti'at)^^^© : ^® 

X*U — — >^Ss, 

(D*f893©b-k7°*“ S0R^£?£&ft1'3 / fba i $J (8W& *3§9!©b 
M0R^t^l''l'-5) l) # > Ffo£i) £*^93©DN A^^WT^^R 
&&$ £ig*T 5 c. i fc <fc o Tiffl«± K36S b fc*38W © Hr :/*■• “® 0 
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& «k zmmfc&vn (d d n a £^rr * 

ck o TIMJISIfU: fc 58S b W 0 ) U± 75 -W a M : $ fc £ ■frfc«‘&fc 

(09tU£» Tv^Y-'sWi 2£& 7 

5 tWU>» IWCa 2+ », IWcAMPM, *ftcGM 

p^, >f;yh-ji/ij >mm& nmmm&mw}. iws«a*0y>« 

^ c-fos©^M, pH(D®T*£&<E3i’r«Stttfctt»«*r*e 

10 ssigflrrs. 

*s6f§© iz-k^-sairaw# znzsmfc, gw&mx'&m u±75 
UE<0Gtt**mkV*L79^&**‘£t*W&, |^Sfctt*©»®* 
15 ^l^llll; h©G2eR#8®V^:/^— 

•f&fc&fc, iWtT«Mr^-ae*t»’r*7=f-Xh*fc»7>^ 

20 b^btetfs* $mf, 

-***U-:i>^©&S#&<£0*- Utf>KfcG*a** 

SSW-fe^— $eHt©iHf'& Slfifrf £<&&&§&$&< U ——>? 

S5K:, 7.^u— 

y53~5 £ ttfTZZo 

£■$% 'J — MSM 

tud ±iaufc*56M©i^-fe^--sews^w-rst>©T?*n«M 
ti^feCX^oTfekV^ £58^©lHr:/^— 50R^£^WT5iffi?LS& 
tl©li®2§©*M^-W3iT^^o b^U 4#fcfch*3fe©l#&KtA^tf 
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3o 

Uj&TZlzlt, 

t5iasai^^3-Ft?)DNAlr]tl:ttc >&f 

V»Tfc<kV>. *»93©lH'7*-aaS£:3-FTSDNA0fr§a£*M& 

irSfc&lCte, SDNABrJ**, & 
10 (nuclear 

polyhedrosis virus ; N P V) 0^'J a H U >!/d ; £-^-, SV4 0&5fc 

<D~? P^E— ^— > 1/ F n^-i JVXO'fu ^:— &— > 

SRo^P'E-^-fe^OTaSfcllll^iitrO^SUK fg^bfcb 
15 -fey^— ©*iR©*feafck 0d*.«. XiK (Nambi, P. S>,‘ If* 

±)V • • A’-ftD^JV • ^$7. F U— 0. Biol. Chem.) ,267 

#, 19555 — 19559 M, 1992 iCfB^OZfr&CfeTtT £ ££*'£#3. 

sk^j «, ^»©^feK:«eoT»«ufcv*fe^-aa»v* rm::/* 

20 — aeRV&^wfsiiHte, Ri^-fe^*-aaa<f&^#T*SBijai)i®^© 

vvf*n?*-pTfc«fcn. 

25 ±ib r*mwQvt7?-w&nm*^m-tz>nfai 

£LT\Z, i&E*58f! <D'Jp> F V>TIB* b fc fc ©tfffi V> & *1 

So 

RMr^-aea^^w-rswiia^KiH^^^-k^-saaoa 

fcb lW§feD. $?£L<tel0 3 ~10 8 £Hb £££$?£L<&10 5 ~10 7 #^ 
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T'fc*. ft&> <9 o >J > F&“aEH4 (JfciStt) 

H-py bT±mv>U%i<k'&%!)&7.2 V'-=.>tfT£2>0 

5 77 y — ^>^T'5±E©©' s -®€mfif SfcJ&fctt* 09*.fcf» ii^ftU'-fe 

T^-sastii&t* a&Lfcy#>F#&g'?fc5. 
P-fe^—SeKH^tbTtt, 55*8SOl/-fe^-®aHll^^ 

aestiii^^^sbvio 

sm-c, w©fite£tt, ra^oy^r>F3e^«tt, 

10 ft^^r^To 

S»Lfcy;tf>F£bTtt, g»Lfcy#>H, *H£bft'J#>F7^o 

^ffrS^£:£)WflV»&*i5. fclAtf C 3 H) > C 135 IK C ,4 CK ( 35 S) 

ft £Tfe» $ nfc y # > f ft &wb v> e. ft* . 

t jau y 15 y f o u-t 7°7 -® e st# t ©*§'&&&£& $ 

15 st**56«©n:7 , ^-®es 

7 7-i:ist§ c t 

fc«ky Mi77-$aK«ffi&iSSTS. i/t^77-H pH 4~10 (M 
£L<tepH6~8) 0 , J>fA , 7 7 7- HJXH£BIMy77’— ft£® 
Utf>F£l/iz77-geft£©ig£&Pl#bftViA’y7 7-T&ft«#K: 
20 Pg^^ftftVio 

Sft, CHAP S, Tween-80™ C763E- 

7F^7*t) > y^h->, rt+'>7 1/- hft t‘©#iMJ$A'7 77 
-KflDTLTt^Vio S5fc, ynfTH £££*1^77-^#^©# 
M&tt P**SWT?* PMSF, P^T^X E — 6 4 (^7^Fffi3fti3rftK 
25 ^7ft^^>ftt*07Px7— tll#^J?:A'y7 7-»AT : bj;Vi 0 

• i©J:7lllT#?)tlfcH:^-ISIiD D B 0. 01~10 m 1 C> — SM 
(5000 — 500000 c pm) D#> F£#2)HK l^lStK: 10' 4 ~10 -l ° 

— 2r> 2ttS»lC#V>Ttt, 2M$g«*§£* (N 

SB) ^bftU^>FO^t)>)^±3i^J©7^M^O , Jft*> 
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K £*# $ -fr S . l/-fe 7°^ — M t ttSMfc&tt £ t$£g% b & U ft > 

K£©£J&fck #U0'C^e> 50'C, M^b<TO4'C^e> 37'CT, $1 20 
6> 24 P#^, b < 30 ftfr <=> 3 BtFaJfr&tJtlSo # 77lt$i 

wm'VR&m&m&u ^7xiM^i»oA'y7 7- 0 ^ 7 *- 
5 Meg^ n a D<h(Bl^©A*'y7 7-) XrSfttbfc^, #5ZtiM&UR\Z&gF'?& 

£, (b 0 ) ^e> 

*m£W8£« (NSB) «3IVifc*l»h (B „— N S B) £100%£bfc 
Pt, (B-NSB) #!*.£> 50KEn r fcfc*ltlMb'&to& 

10 <D tb 5«4S«« £ b TSiR-T 3 Zt&V$Z. 

*£U— ~>^?*5±BB0@£fcfi®K:fcV s T, (09A£* 7 

7 * F >8630*. 7*t7;i/3 U >jSH> ttftCa w iSiL IWcAMP 
McGMPM ^/'>h-;UU>M^ lillftli, H9 
15' c — f o s ©fi§ttflj> pH©{§Tfc<H£{£jil7£?S 

z. tifi’C&Z . 

JWfcWKte, £~r\ ^^®Vir7^-SeS^^^WT?>*^7;F7- 

^x;F7l/-h#Hi^#T§c *£U-:z>^Sfrfc5K:*fcoTfcl:W , bo 

Kfls'&tt^^&asinbT-wM'Y >+a^hbm 
«±?*|g^IlIiRbT> 4J53obfcS'»&’ttl^no^ftfc^oT3t**r«. $8 

(#!)*-£> 77^H>^i') ©£$#> m 
« 4WWI* ia^ tt, fc**f 5 Mftl 

25 £^JnbT7yiz:<£fTfcoT ! &J;K £fc, c AMPg£#Pffl&<*:©*gtt 

cpv^xtt, 7*;vxn y »ii'T«oii«»^^$tTj3^fc 

wcsrr £ bT^as-r s £ t*sr#s. 

geW&JBSb^Wlia^Bi?*®. *3S9i©M::/*— gafre&Se^b 
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umt^tvr\t, ®a> fb-^tK -& 

M'c&m, mynm&t&iiti&feZtfM 

5 v>e>n, £^a©4b^7r& 

U #> H 

7 2 Mi. ^Hj©l/-Ir^-Mas^ * 

£rc\$*3% Hj©i/-ty^“iia 

£fg0J©7.^ h©0!l<i:L-m. ^©^©Wl'fibftS. 

Hanks’ Balanced Salt Solution (^'/□^tSD 0. 05%©^ vifiLtf T)V 

15 (y^tS) £Jn*.fck© 0 

7LS0.45 //m©7^;i/^-T'iiMffiL, 

. d)Gl0»^Il/t^-gS 

12 7X7°l/-MC 

20 5X10 5 -{@/7 , ariiftU 37t\ 5% C0 r 95% air 7? 2 BTO*Lfct>©o 

<D®»y#>K 

tuis© c 3 h] . c l25 n . c l 4 c) > c s 5 s) ts.armmisfz'jfi>\ : 

7K^^©^© S> © £ 4V $> Z> Wi- - 20t: \Z T&# t . ffl Bf 
1IT1 /iMKl^-r&o 

Utf>F£ 0.1% > ('>^7MD £^i?PBS7?l 

-20rT^#T^>o 

2. 

0)12 7tM5ig*ffl7V- MCT^*L/c^Hjo^-fey^_ge*^C 



25 
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hoim, mfeftmmwii 490 u. i omizmwm 

7L%. 

(Dio - 3 — lo -10 

ni tax.. £uizTim$fcjfc2&z> 0 #&m&}fg£m£%iz>fcg)\zitm%i 
5 fc'SyW&t) V \Z 1 O' 3 mo y # > h & 5 Ml jd^t* < . 

i mi o«s#ffl»if«nr3iHiifc#r*. nmzmsL 
• fc*l#U#>F&0.2N NaOH-1% SDSTiiU 4 

>71/-^ -A 

®Wiftz/>?u—i'3 ;i/^— a®) 

10 Percent Maximum Binding (PMB) 

PMB= [ (B-NSB) / (B 0 — NSB) ] X 100 
PMB .‘Percent Maximum Binding 
B : 

NSB : Non-specific Binding 
15 B o : 

U— — U— — h£fflV^T#G 

ns-fb'&ftsfctt-totttt, u#>p £*im<o 
Gii&mikZltZftH&G'TZlk'&V'JT'&V. Mftfilzte. (a) G^SJt 

(flIAtf, 77TK>ibm 7-fe 
20 MCa 24 W> iWcAMPm iWcGMP 

</y 1 — ;i/ U >86*4, ffllJI3Mtt$Ku MI£ftH6K0 U >B6fo 
c - f o s 0f£&fb> p HOIST* 

E) &W?Z>4k£%!) T^$0lHr77-$6ff£#T577- 

7T) , (b) *58HOM: 

25 7^ — MfiKKT*T-?>7>^7- 7 h) . (c) U 13> K£T^0GlfS 

$>%wt (d) u 

fiE-fb'&ttfcbTtt, ^77 h\ id, 
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z ti o x =b «k n L, 

o T fe £ Vi, 

S6R<f X Ml, *56^©>-fe^— 

5 t'J **> imil t 

MS, *5S99CH 

* - 9 e sre K*rr a u # > h w s & «jf § z t #*r t s © 

u $ > k t*mw (d Gg a n#'&M nz -s a k £ ©*s^* *«arr 

io zik&fy} its *^^©ni7 p ^-S0W(c*rr^u**>H^'r-5^3i^ 
tt£J#»T5fc*©££T<S#ttfcE^£ 

15 £^©7^ U— — H£JBUT#S 

±®ufc*56w©Mi^-ae®©^ira 

#CLT> £<!:#*?£ 5. 

£©J:5lCbT»Stt5»^fii&£Tr®£fre*S©T?* #IAk£, kh-^ 
»i¥LM (#1*JS\ 77 b, h7v, 7^, ^3, <7> U* 

20 ' ;!/&£) fc#UTfi:4*r*::£flt*T?#s. 

fft#***, m^es&, mt. 

&£fc«fcD28S«**;^ «P#4©«£, MXI& m&% (&M60 kg) 
IZttVT. —B$>fcV)%) 0.1-100 mg, ftjft 1. 0~50 mg, «fc t) 

$?£L<te&J 1.0-20 mg-C&5o #gP«!4©*£, Kfc#»£fctt*© 

25 &©&««, mx\t, mmmz. mm 

% (M60 kg) lC*fkT, -BfcfcO»0.0W30mg, $?£U<$i*j0.1 
~20 mg, £Qtfr£L<\tft)Q. 1~10 mgt^§. 

(8) *%W<DGW&M&'&M)/t7?-W&Mt U #>!*£©«£&« 
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) (7d~xh, 7>^rfn7sh) 

43«tt 

MSK&±fE©<k&D> 

5 n-5o fox, 

Zik'ufy} (7^Xb, 7>^3-Xb) 

•r-5 u # > m, *58^0 w-fe^-ae*©«ffi^fcMiii-5«Jsio^ 

zzx\ *%w<D\'t7?-w&n<Dmm7F±fcMmtz>mmtLT\t, 
io mz.tt'p&izf&mz-iz. mm, rjvy/ux-m, m&, «£»$&£)» 

MM&m, ?«« rm^mm 

m%m, jgRft»ji^ iM^a- m m 
wnas* Miimffi, we itt a** ?ss»i< 

ffll, fiJ|J®fc£) > iC^JR 

15 tf | -i>tT. ; £>o 

Rfb^4> u # > H &*f£W <D y-t ^-ISSOWiC Wiif 5 01 
£, ±IBUfc^0J©l/-b7 P ^-MSK^S'n £EIRCl/r, MJit 

7*— $e*j^»3!l/TV>Si^^3iMfc£ftJ&Wfc^— htkfcDD 
S fi$l £ LT&JBT5 H £ fcT#^>o 

«Atf, kh^ 

if^LSbtl (0UA&. 5*;K £lMr» k7^ ~J9, V's, 3^' 

25 -f*. U\H/fc£) t^LTS-TTS £ ttfXgZo 

R'fb^sfctt’toiaoa#*^ »tK^ ^ 

fc'£K:«fc?)£fc5j8*, SPS4©^, #1*-^ M# (#*60 kg) £7t 
L/T> — 0*fcD» 0. 1~100 mg, $F£b< ffl& 1. 0~50 mg, «kDffS 
b<te$«j 1.0-20 mg-e&5. #j|£P 8:4©«£\ R-fb-a $j £ £ f*€-©itt© 
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S41H ^ tc: « x aifrflitli* ffi&# (te 

a 60 kg) fc&bTfc* $10.01-30 mg> $?£b<te$)0. 1- 

20 mg. ckWI:b<te$J 0.1-10 mgT^S. 

5 (9) £fg 0 J©b^7°^-^6®feb<te^©^#^7 ^KSfcKt-e©^© 

*f659© SWftWfcBlifcl** H 

10 14* fflx.lt, 

(i) ■ 

£ID&$it\ Mta&f-iiS'o Lfd^^kUlzy#— M6K#©§!lc3£$J£t'.£ 

mm* ©*»w ® Mr y* -*e ®^©£*&> 

( i i ) CT*Mt b fc*fg 0 J ©fit#* £ tffltNfc $ tt&*£ 

©tgtt&SSJfcl - * £ <b &ft«£T*ft&fc4 , ©*&E©V*7*-3rajre 

©)g-»&£»t3o 

_hSB (ii) Kl^ViTti* — ^Oftfr3^^56l9©Hl^— 5SS^©NJS 
W©iri#^^^©b-fe^— HBR^OCSglSte 
20 fclfctZ>%ifcX'$>Z>£ttfifr£L^o 

*5BW©b*fe^-Se®^ E fc^t‘*4/^D (&T* *3S91 

©ty/7 D-^;Vffi#£l6IBT£ £ t^*5) 

g£§fig0^£fT&*.£&7!>\ %>*?€? 

5o nn^oswicra:* ft##? 

25 ©F(ab’) 2 * Fab’ , &5VH4Fab®#£fflVvT ! b<bb>. *5S^©V-fe^— $ 

teKlfHEStlST* ^©^©ft 

SiJRtt^©**^»*fctt«»SW#aK:«i: D&ffi U nn£ra»©ft 
®&^tr#*ai*ffl^Tfp#bfe«2pffi»«kDJicfli*r*assT*ntf* » 
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mx\t. fu-, 

m&m. ^a/^fd 

0M. #Jitt©£T?, l£k:fafbf&^>F^y77feW£#£bv> c 

5 & 7 tm. mm. MS^M^ens. &itttisHft5c*tb 

-m, 0**.«». c ,!5 n > c m n > c 3 h) , c ,4 c3 uzm^zti*. 

±ia##tbTtt, £5tTJfc?£i£<2*#&t><9aW3:b<> &\X\f. 3~# 
yZY's?— V. J3 -VlVni/f-lt. 7;WJ7^X7 7^-^ /*“=* 
*'>^— fe\ &3tt»H£bTWu M 

10 7MU7.ti2i>. 7)Y^rV'y^y^V^'y7^YUEi^^^> 

n-s, j&ytto&£isX\ts mx\f. ;v$/-;k ji/5/-;M8f##> juss? 

i 

□ _^ N ^xh7X *jun-zte£<Z)*»&&mm ; #U77kX # 
U7£U;F75 F» V U 3 XfO'&rfMIMS ; 

+h>F-f y ^mz& ^rttjFmt, Lfc*%wcD*; 7 □ -jrjimmz&tk 

20 (— 'Afcfo) . SSCSaMfctfc^WO^y^n— 

(n^sis) ^»{fcfflfr±©ss»si©stt*si€t'*^t 

SUTfrfeoT'biVi. HHT, £041;$!) tLX fttffifB £ |W)H<£> t> 

25 ©#SfflVi&n«. Sfc, 

+h>F-r 0ffiffi£ittfc£W£&9UBtri 

0£0&£|rJ±;£ 

-frS^cD g|$T 2 ffi0K±©Jfi#:©ffi^Sa ViTfe«k^. 

W> F< UrT^— 20*«f 08l®&K:*Vi-O& 
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tiffin znz*mw<D : E;'7u-j-)i$imtu-t'7?- 

— &£J&t$Vi£>h3fii#teu «Atf, — 
sfit##, — jfesiSTfflVi&n 

5 StftfMi. C$8«£tfk 0 jU*N«0£B»*-SJ:£>&i#£U>. 

*80®^y*n-^fit#fck 1f> h*-f ';»^©»'>XfA> 0 
Atf, ^A/*HJy*fefc*W**7n*WJ-fc£fc/flV>S£ 

ttfrzzo 

10 (b) (b/p^*i) v b, F0n;^©*0*&«i£u &&&*© 

. inmmZfeM'TZ' fit#£UT^»ttfii#&JflV^ B/F#St£ 

^UX5 1 l/>^U3-;k ±tSfit#C#?'$0 2 ; 

£<};#, c&SVite, »lfit#«Rj» 

t> © v^ 2 fit# t UT0*§fbfit#& ffi Vi * v i e. n& . 

15 ^ h u y 7&Tia» 

**w*» ft 

tt«t4>©fit®ta»*©«0ftfit#t&R*S^:» &fc0ffitefit®£inS.T 

ftn^©*@ ©«*£» ©stm* £5 £*ts . 

20 ££:> ^7 0^h'J-m ^rt**Vi^0't | T?fii®fit#R*©il8* 

£Cfc^tt©&Mf©M£&!l^T3.. V, '> 

*©it»«bb56'#6n*vi#‘&fctt, i/— tf-o*asfijffl*r« i/-- tf-* 
7D*hy-fc£tfff0£/SV>&tt*. 
jmsffl-«roftaE^W0jeifes#0Mo0^SK:3affl-r5c*fcoTtt» 
25 #s'j©&fr, »#«©«£tt&'»fc2nfcv>. 

©3M*K iifmt, ^sd#©ifiiir©afBWE*^Jin^T*00©V'fe7 r ^- 
ms * * a-e ©m ©sue# *«0-r n« ± v>. n © «t -5 fc&w wm to 
vjTtt, mt. *#wt»» as: 

ryiSj-'t&yjy’k'd (00ttv BBft 49 #f6ff) , A£C H3S ^Wiy's 
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(swat naft54^5fifr) . siiisft&a r mmft&m 
fefei (E#SI^ BBf0 53 ^fr) , rgg^&gESlg&j (S 

2®) (E^SE^ re»57^5Sfr) » (% 

3 BO (E^#gS> BSft 62 $38fr) , M y y X • -f > * x>l f < tO'/- 

5 (Methods in ENZYMOLOGY) J Vol. 70 (Immunochemical Techniques (Part 
A)), BIS Yol. 73 (Immunochemical Techniques (Part B)), BIS Vol. 74 
(Immunochemical Techniques (Part 0) •. BIS Vol. 84 (Immunochemical 
Techniques (Part DiSelected Immunoassays)). > 1*1 S Vol. 92 

(Immunochemical Techniques (Part EtMonoclonal Antibodies and General 
10 Immunoassay Methods)) •, BIS Vol. 121 (Immunochemical Techniques (Part 
I:Hybridoma TechnoloGy and Monoclonal Antibodies)) (&±, 7^3x5 7^ 

**f&91® iHr7*-2e*®S*&®8*Tfc -hWc&C&fflf* £ 

*. 



( 10 ) 

n t&'vzzn'v* Mmm\zm2>*mw(D 
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5 %Bj}(Di/izy?--m&m£rc:iz j £vffift'<y^h' 2 £mTzz£(z£z. m 

(i o *^bj© M ry^-aaK t> l < h & 5S3s*r*H* 

•fr<5'fb'a^©7 l ^ u— — 

(iii) #k hif&8!jti©(DJfiii&> (D#£0E3§, ®E£g^£#ilkfcM$i 

15 T'Oi U-t^-SaSOftfe^^SjtSflsTSCtfc.fcD. *®l±© 
R$eSI£«i®t‘5z:2:K:J:5, $SH 

(iv) *»K©Mr^-ge»'bL<tt^Offl55)-'<^H&^«Jg 

S?SE$#^£^Jt£b£^ IKit© 

eK£«T S C £ fd £3, &*$&*%<£> H::/*— SBff £ifc 

K©a&3Eflssii-s<b‘&<Ki©x^ u-->^rft«iift-r 

s. 

(i) IE^&5V>te£j§^5\n4Et: bnifUbt) (0l*.fc£ 7*;K 

k'>5?, 79 * £->, *3, -fx, tM/fc£\ J:DJWW9K:Ha#* 
?y K rav^X, SfrMibW^ ffi*V£Xfc£) ld#L-T, H£fl (08 
*fc£ jfeJEffiTik M> fcSWifcEttXh 
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1/7: gzK7,M/X, 0 J^, (Eftfc£) 

— jfcBtlJMijBbfc&K:* jfr&, &*Wi#J£©K8 (011*. fcf, JB, Mk :£S§ 
tea , £ & &Ksgj&> * sv^*hbjs&#«. #e»nfcEn, 

(0SA& 

5 y>«8«8u A^Xlffitsa «tdB»U E2§, 

Mb, Wt^J mx\i, hUh>X-100™ Tween-20™ & E) fc££ 

%Z>* 

10 ^£nzmft%:MVfctZ>o Potter-Elvehjemii* 

(Kinematicattgg) Oi:5« ; ; 7U>?7U 

feiiifi&tfbt l£. MjS'b# 

is K>frMtZ> z. 

£tfi-e&&* to?L\Zs aaiSHR^ttStejS (500~3000 rpm) T!$SI$W (® 
ts m~10#) 3*&U ±i*£$5K:*SS (15000^30000 rpm) Ti§# 
30^~2^F^bb, £ tifi 

t§5, 

«, 0»J;U£, 

#, iJX7^>yD7 M5^te^©#S!fc±9frfc3££;& s '?#5. 

(ii) *^HJ©l/-ty^-Me« i bb<^©^^^h’?:^t' ; i)^ 
*|g&#*±E©:£»fcftoTfts«U «IIS«IB4Hc^*n***W©Hr 
^-aaK* h ££*-f 3 c 



25 



WO 02/088182 



PCT/JPO 2/042 15 



73 

ftjT. ^BfiaJiu (30 #M~24 £?£L<&30# 

ffr—l 2 ftfflffi, «k 0 £ b < « 1 #Mtfr~ 6 ftfflffi) fe U < (30 

5 ^~3 am, «kOff*L<Jill^ia^24 

|$|V]&) , F VX£^R#£^{b£tl ; £&4U 

(30 5tf£~ 3 $? £ b < }t 1 2 B^> <fc 

D^tU< 1 B#K^~24 Pf p s W , 

SK^ fctt^E-©®^^ F©*££»T& £ fcfc.fc DfrfcS £ 

10 (ii) 

•8\ (10t~7 0t, $?£L<tel B^~3B^ £D£? 

£b<te2B^~3B1£) , 

15 ©»BttftfrWK:^T©«J:5K:bTff^5. 

(iii) (#!*-&> T«^7>, 77 K 

^7-y-^, t'yv, 19 , li/, <x, .kOAfrWCttai* 

yy K «•?£*> BKBMbtfiJ-^ fijr?C7Xft£) fc&LT, ^J (0J 

*«, $«j£& i^ism vmm. mmmxtuz) 

20 UX (MMf, StRXM/Xx m^L'sayX. 0 JBf\ 

— ^^iiL/fc^{C> jfiL& &£W£#;£©I12§ (fflz.lt, fo&, 
bke) , &it\m&fr$%te\sitim, %>zwtm fo&nzo #enfc» 
g, *5B910ft#£/BV>T 

fcgEJfefeSfrS. ttin?Oil/t^^“ISS©tM^^^iftt 
MK±©^MSI£MT3;i££<£D, 
ftWfc* ^JW C£ tt S*5891 © Hz ^ -a e M £ fz F 
(Dm&mm'fz z.t&?£ §0 

RteiWMf m n £ iz&vmmtz ctbrtz . 



25 
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U -- as 

JSKK:* tt 5*56190 Mr ’JZ ' -^0 H * fcte-t©®#'*:/?- H ©S&SSft; 

(a) 

E©l^:/*-S6H*jfc&*©&#^^F©*£*S;[lflS'fr*Z£K:±6. 
5 Gl0I^ll/t^-^t^llilffitt 77^K>®1 

RL 7tWJ* IWCa ”W^ McAMPm ffilJ&A 

cgmp4^ <iJ s s\ — )V')>wm& iiswi. anis^Ms© 

ij C - f o s pH©teTfc££ffiJIT*«tt£fc«*ll*3 

-T5fiH4fo£) &Je3&S#5ft;£ftK (b) M&W'Z&ttttmftnVtt 
io ^$wj 

mt&WltL Ttt, S0, 

a fimfzn, t>«t ^ u 

^ o-ffc'&i iftn? & o t h «t 

15 *%m<DUi'7*S&n&<D£. 

astt&JS3at‘sfc®©^T?®#tt^EHti/TWffl’tfab5. 

*56^0Hr^-$aS^©^ 

#fPJ©X£ u— ~>^j£&JBV*T$§Stt5fc£4fe£;fcfcfrt©&£Ea£ 

Z.<D£5\ZLT 03*.fcf, k:h4> 
Pfi¥L®)$f (#ItU£> 7'^> k'^'A z??, *3, 

>f2, +Ul'&£) Z. tit*?**, 

^iklkty} £fcfii:-t©i£©8!-¥#fck K4Mt> #&§Rg, Se^ 
fc£fc«fcD£ft5#, f8ata:4©#&* 09*.fc& 3SS# (M60kg) 
kT, — 0.1~100 mg, 1. 0 — 50 mg, £D£Fi: 

L<(W 1.0^20 mgT^5. #!D^4©i^ SWfe^&Sfcfi-t©*© 
S4*fciU 0«J*.ff, iI3?0tR&£> &&$ <# 



25 
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fi60 kg) -'B&fc9$)0.01~30 rag, 0. 1~20 

mg, d:OJftU<^0.1~10mgt^5. 

(ll) 

*56w©u-fe^— ses»4±i zo)t&<o\ 

fc££fcfal?M%fr(Dmgte'&W\*%f£VT^ : 5>t%7Lt>n : b' Ltztfo T, 

10 «£ «fc u/ £ & Jite«SI t LTffl V> £ H £ tfT # * . 

czx\ &%®(Du*7?-m&n<Dmm^&zmm-rz>mmtL x\t> 
mx.\z*¥m£f&w i*«» M, 

MMEfc ttJRSJffiSS, 

n#&a, *tm m cm 

15 *«, #/JMMJajfl®» fPUMS. iiw, !$£, BJHHK. ?U£' 

&»& i*fflMSfc£) , 3fcLMfiL i'iSl^a teawm 

Vf t>tl%> e 

20 -fe:7*-§eR©«££rafcK:UT* 

pfUSiitt (#I;U^ 5yh, t«^ 7„ k'^y, *3, 

-T5, DMWia l:tl/TS4t5Ct^Tf5. 

25 i&gfc^OSfcSJ&t, lnS40l^> 0S*.fc£. M# (#S60 kg) 

tT, — BabfcD^J 0. 1 — 100 mg, 1.0 — 50 mg, <£D$F£ 

K«|51.0~20ragW, ^lO^©ip, 

0!A«, &i^J£M&#tT33§-atte, jIWJ3.£> ®A# (# 

H60 kg) (CftLT, — B&jfcO#90.01~30 mg, £F£L< 0. 1~20 
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mg, 

( 12 ) 

•rs. tot, *«•&»» ®i/-fe'7 p ^-ges©n 

09*.t£ RlHrT^— : MSS (#1 
10 *fc£, 77^rF>fll> T-k^iJ^l, »Ca. ! m iirt 

cAMP£f&, McGMPM </'>> — JH>>®®£, 

>BMk c - f o s ©Stt-fb, pH©®T^t'^ 

££#*«*. bfc# 

oT« 4»5ftiSte&#T**5893©ffi#fik RM:y^-aeKOjB*l5fia3& 

(i3> im ^oGseK^aiv-fe^-aeR *^- ftsdnasw 
T3 h7>Xvx-y£»i$l©f£ffi 

#%0J©DNA£ffll^T, P7> 

20 lliltil HiSJfrtt (09* 

J& 77 K 7^X, fcy^ 79s £'X ^3, -YX, tWI'fct*) 

tzE (OT, SMfcfcll&IBT**£tffc*) #£, 

*58 93 © D N A & fc S AT R D N A & #rt&#Ill& 

25 *CI65!$ii:5‘5> r o ; E— >X P£LT 

fflV>4©3&s— jRHWfll’C**. #)*(£, ^7U-^r**0*56^©DNA&j|IX 

2&?%&m7n*:-?-(DTmzm&Vfzmfc^>Xb7'7 P£« mz 
tf, X P-r >yx^>3 >T« C £ tctoT^BJ©!/ 
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-<hLTte, ’MJUA*3fc:/P ; E-*-* ^^n^-t^>^(D=L 

DNAgA^©fm®)tJ<Z> 
^© &33*£ £tfft*©:£T \z*%W © Mr -SS ft 

*e^&£**«V i £E©a©»®l®^fc*© 

*5S9i©DNA»ASM&tt, 

§gbT, KD N A^WKt/i LTS# ®»WS#T*iWaift£fT3 £ fctfT? 
££>C, 0WDNA£$WT30^©i^£3£i31'&C£};:£ , A M 

p"— mm&ss^u £®its i 

15 CD fifrtJ ^SEt* 5 £ t {w «k D t'^T©fI^iD N A £WT 5 «fc P fc&flffflt 

#^ a J©DNAAS®A£*lfcl^te> 

3ILT^£©"C\ SfiK^CftT£7P*~A h£fcte:7 

yf-j-T, h©A^U— 

20 A2gBJ©DNA#A®J^£> iiJti©fcfe®iKi: blffifflt 5 C i 
tTtZo MX.t£> *»K©DNA*A^£A©iia» I f , ©DNAt>L<»R 
NA&E«##rf*J^ *4VittJie^K: < k0fBS$nfc*ie^®U'fe^ 
— aSK^^^iiaWfc^^TSiltKliD, #f£ a J©l/*fe7 ^— msk 

16&«Wfci&£^fc£0**IU MX& 

ha 5t£® «k ^ fc-mzigmmmfcimfr e> ©^bh©^^#^ § n t** 

t§5 0 $*.«> #«»»©«*&?* 

**«k5fcEi^8ftfe^trcas. £&♦ *$B BJ©I/ir^-®eW® 



25 
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(14) 7>7"fe>*#U3*l'*^F mm 

£fPJ30#U7^I/^7F (#l> DNA) K:ffiiltWfc*lf£-U 
5 W^H (^J> DNA) ©f6S&«HW-r*i:i* 1 «**f6W©7>5 :: ’fe> 

£#rtfc;fettS*5B9J©^>/^R£ 
fcJ4*f8W©^U?^^5 1 l 4 . (W; DNA) 

5©T?, 0HS.fi, 

io zzx\ *%w<Dut7?-w&n<Dmm^±fcmm-tzi£m£^x\$. 

0H*.fi+ffi0SJft (0IS.fi, ®#i* 7JW)//W7-i> 35&lt§&<*:)> 

ft#**?* (0js.fi, ssmese, mmmm, mmmm, t i* 

&fcfc£), fttt0UaK0JS.fi, Si®-^ llSR^WS#, «ifc£&£)> 0 (09 

s.«, fcmim&s 0pms> tm&jm m mkm, 

15 &&& £»«&£) , >i>£E (0JS.fi, Jfcfrg, £#®S&£) ' 

fi £>tr&o 

■ ±IS7>7ir>7#U 7# 1^7F£JifB0?&^ * : f-K£!l£t'Ti£fflT£ 
Jl^-fi, M7>7-tz>7^U ^V^F^ ±SSDfc*5893©lH::/^— 
s e R & 3 - F T3 D N A ©4fr& £ 13$ fc DTfiSJfllt' & H t &X # & . 

20 C©J:5KDT i »6n-5lllS9tt®<H4’Tf*D, (#J> 

7>yh, fc'7'7> 7$, *5'/, -f?, *tf-;Hfc£) i^LTi 

pW*fc«^fiPWK:«4*rs^tA s 'r#*. 

fc*5, M7>7ir>7^'J7^V^K«, ^©«T, *SWi80ME 

<^f i: fete. F 

25 o7)Wf-f)VO J: ^ ^f-f)Wi J;oTS4t5 ^ t fetf 5 0 

M7>7-fe>7#U7^l ✓^■^‘F©S4S^ &4 

;p-Ffc£K:J:DftfcS^ 0JS.fi, J#©te*©@WT*SB9i©7 >?■■£> 
ZX9U*7\ t &m8 (09, ffFH, Wr, W«fc£) 5« 

£■, J&A (#fi60 kg) *C*tDT, — B*fcD» 0.1-100 mgt^^ 
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©d n a tc#> ■* u h y 

IUPAC-IUB Commission on Biochemical Nomenclature iC<£-5B§ 

7*-?o %tc7$yn\z 

bOtt&o 

10 Gly : if x ) is> 

Ala : 7yxy 
Val :/VJ > 

Leu : P "fv> 
lie :-TVP <->> 

15 Ser : -feU > 

Thr : 7U-*-> 

Cys : '>XH > 

Met : 

Glu 

20 Asp : TX/^y^yM 

Lys : Uv> 

Arg : 7,Mr-> 

His : h*3^> 

Phe : 7 x-JV77-> 

25 Tyr : t^Pv^ 

Trp : h'J7h7Ty 

Pro : 7 p U > 

rxny^fy 



Asn 

Gin 
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pGlu : IfnM 
Me : *?)],& 

Bt : 

Bu : 

5 Ph : 7xZJH 

TC . : F£ 

DIBITS » 

To s : p - Y)VX>X)Vy*=L)V 

10 CHO : fc)V$)V 

B z 1 : ^yi/) V 

Cl 2 B z 1 : 2,6-^nP^>y;i/ 

Bom : 

Z : 

15 Cl-Z : 

Br-Z : 

Boc : t -7h*'>;b;u#x;i/ 

DNP :yXhD7x/-^ 

Trt : h U ?)V 

20 Bum : t 

Fmo c : N- 9 -7 JV’tl' 3ri'j])V'$—)V 

HOB t : l-tHD^'>^>XhUT'/-;P 

HOOB t : 3, 4 - yk h*P - 3 - k Fo+'>-4 -^'7- 
1,2, 3-^>'/hU7y> 

25 HONB : l-kBD^>-5-7Mj^>-2,3-^M 
D C C : N, N’ 5 K 
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1 

flGiaSMiVt^-ISSTGR 3 8 ©7 

: 2 

-Ft'3cDNA<D^SSB?!J£^1'. 

IB3WI-: 3 

1 P C R£*ST^ bit 77^ 7- 1 ©&*SB?>J£ 

7^7 o 

10 IE?|J#^ : 4 

^TcO^fiS^l 1 P CRS^Tlffl Lfc'fy^ 7— 2 ©&giE?iJ£ 

TK*7 o 

: 5 

^0J07^7*^|fT^G®eK^MU'-fe7 P 7-®aKTGR 3 8 *n 

15 — Pf3DNA©5’ 

IB^J#^- : 6 

IrSRTGR 3 8 

— HT-5DN AO 3 ’ MiR^©^S§B?iJ£^To 

20 PiT©i Wi 1 T# AB§® (Escherichia coli) 

TOP10/pCR2. 1-TGR3B it, 2 0 0 1^ 3^) 4^19 

<it?tT^l Ti lSflSl 4>^6 (M#^3 0 5 - 8 5 6 6) 0®£fT 

E RM B P 

-7 5 5 4£bT, 2 0 0 1^ (¥i&l 3*£) 4flll 
25 ^;iH2+H^BI2-l 7-8 5 (g$M#^5 3 2-8 6 8 6) ©MS&A-^ 

W$9t ?) r (IFO) iC^S6#^IFO 1 6 6 1 4 £t/T^fK£tlTV>5o 

mmm 
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^zX/^r^y — • 9 □ -->:? (Molecular cloning) 

O f^Z o 

1 (v£XJM3fcG^aR&®MKiz:/^--$aff &p — Kt"* 

5 cDNA P— — 

T^XflgcDNA (CLONTECHlt) 2 

(@S»#:3) ££1*75^ *?-2 (R59#^:0 fcffiVvr PCRjRJ&fcfrp 
fc. PCR SJfcrm. ±13 cDNA 3 n 1. Advantage-GC2 Polymerase Mix (CLONTECH 
ft) UK ^^-1 (E^l#^ : 3) (E^J#4§- : 4) 

io ^0-5/zM. dNTPs 200 mM, ^3±^Advantage-GC2 Polymerase Mix M#0 

. k v j 7 — 10m K GC Melt 5#1 50 m 1 

PCRKJfcT'te. 95^ • 1 £]&£©&»■ 95T) • 30#. 68G • 2 #Kf&©lM ^ 
£ 5 @. 95*C • 30 #\ 66*0 • 30#. 68G • 2#KJ&©lM 9 JU& 5 0. 95*0 • 
30 #. 64G-30#, 68X2 • 2 #I*J&©'tM' 3O0 MDjIK. 68G • 

15 7 ^SfS^fr-pfcc. 

PCR TOPO-TA ^7D-->^'yb (Invitrogen It) HE®©# 

rilC^oT. y'y^S. pCR2- 1 (Invitrogen It) '’^$'39 p—~ > 

J/\sfz.o TOPIO (C^AK. 7'>tfS / U 

>^tr LB cDNA P->£«bfc„ ©^ □ 

20 ->©E^&##rbfctt*> Sfr^GSaK^fitau-fe^-SeWS^-b* 

-fScDNAE^J (E^J##:2) £#£. 
g cDNA E3fl&»®?±T#&tt£7$7KE^£^r1 - 5Sfi®GSaR# 
SSRS: TGR38 £ifr£Lfco £S>£. 

® (Escherichia coli) TOP10/pCR2. 1-TGR38 fc^fcbfc. 

25 

gg±©5RwniJEtt 

^-©ig. F £P“ 

(fiajAJi, DNA, RNA4o±l5'-eti^>©^S^) teu (DU ^f>F 
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(T=f r-*h) 

mtmms (Bm&M£mwvrcv%>i i • i/ 

L<0)iMl\zh y XD^M^ (DiS-E^^^rt^ 

^PCR^'fV- <Dfc&(Dfc#><DUM* 



5 
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1. ©7 
5 J BMH £^£1“ £ d t ZWWl tt Z> GM 6S&&M Vtt#' -M & % t. 

5 fc^Oi. 

2. Rgc[tl57 ^ y ^ ^ 3G$ 

3 . i»$£ i ia«©Gae**«iU/-fe^-sa*©«^^ f 

io 4 . w^gi i caoGaaa^asur^-aeK&n- ft*# u ? 
£ Vtt H 'Jz? Vtt Fo 

5. DNATfe^>tt^^4l3^0^ , J?^l/^'^Fo 

6. @2^11##: 

5PF., 

9. »:&B81B«toa»t6&#£«*U wwiwoGse**saw 

l|E!3ft££g!<;itt'0§ •- £ £r#tfc£'t‘ 1 IB^0GH^K^ 

aanr^-aeRifc^©*©#!^ . 

20 10. »^llE«0GaeK#«a!M:^-aa* , b^<»»^®3 

1 1, it^4lB«0^U^^I/^F5:^WUT^?>Em. 

1 2. »^aiB3«i©Gae*^aau'-fe^‘-ae* , fe^<.^tt^ : *3 

1 3 . m&m i ib«0g E&n&®Mi' j £'7&--w&n<Di'tri-)VfcM* 

1 2lB*0#i#. 

14. S&3&E1 2E«©tt^&^r LT£&^®m> 

1 5 . Sfcfca 1 IS«©GSeS!*ffcS lHz7*-^6« i bL' < tilts 3 
|BS£0^^7 6 ^ F £&«■?■©*&&*! 05 n t t «k P # Sti5 l IB 



25 
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1 6. fi^3?l 51B«0Utf>K&£tfLTfc*B*. 

K ££&&&£? £if3c^ 1 IEE© 

5 GaeR^sau-fe^rSS®*^^® 3 #^' 5 ’* u 

1 8. |*:*«lE«©G$e«£«Sl't:/*“Sa®fcl'<»#£ 3 K3 

£<h£3tifc £■!■£> If^S 1 IBIS 
©Gae**aaiU'fe^-as®sfctt-t©ifti: u#> k <h0^o&£^ 

io 1 9. »^llS«c0GSeK^MWz:y^-Me* i fet<«»^3 

tt©Gae**!a:® n:^— u #> F£©*&£tt& 

«£^3ft£$l£fcte-€-0i&07.7 U-n>^JB*y K 

2 0. |*2£3U 9 : fB^07;7 

15 ij — h$:ffiViT# £tl5 5 U # > F <btN<Ii lfBIfe© GM&® 

V'-t -a a m * fc tt-t ©& 1 0^14 s £ ■& s-fb'&ib * fc & 

2 1. |#3fcSl 8|B«0X7U-^>^fe^fe^W^l 9fB^07>7 

ij— h v^t# ?> & v#> isb^ 0 Gass 

20 ^Skt^-iaiSfc«-?-0li©^tt»$t§MS7cS 
*■©&£$# bTfcSB*. 

2 2. W^4S3m0^U7 71/^F«t/WXhU>^x>h^frT 

t/w^'j^ x-r5^U77 w-^f. 

2 3 . If 3&JI 4 IB^0# U 7 7 F tfdrt^O)— 

25 f^'tWUT^^>^U7 7l/^Ko 

2 4. |»2fc®4E*0tf Wrt^F^fcte^©— 

i »«0Gae®*!a:ai^'fe^-*e*0mRN Ao«a 

fi&o 

2 5. m*mi 2mm®trite$%^5z£&ft®£'Tzmj£miim®G 
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2 6 . mtm2 4 £fcitm#m2 5 

Ji&o 

5 - 27. it ^2 

M<D7,2 

2 8 . m&m2 

10 r£i$ J t<DU<DX?V-~>'f1vfeo 

2 9. m^M2 

■ ffi«©G 

3 0. If &m2 &GH5ZM&IZ 

3 1 . m#m 2 7§Em<Dx? 

ib® © g m e n&'&m y-t •?$- -w a m * fc & 

20 3 2. ffi:&£2 8lB«c©7.£ 

& jt 3 wt ^ i ib<£ © g m a y t s a k * £ ■£ & 

«fcte^©&£^WbT££IS|jlo 

3 3. c f 3 l£#iiL f£Itf££a, l^Tt^C^a©^!^ * Jp^^JT 

$>%>m 2 1 > w^ 3 1 3 2 ©vi-rn^tiB«©g^o 

25 3 4. P*?Li!jt/fC^bT^ «^2 0, «^2 9^fc«»^3 0©Vi-r 

femiifeo 

35. ^^fc^i>^a©^i^*^»J^ 
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!t2fc®2 0, 9^fc«W^3 O0Vi-rn^{CfB 




WO 02/088182 



PCT/JP02/04215 



1 / 1 




i 







WO 02/088182 



1/4 



PCT/JP02/042 1 5 



SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein-Coupled Receptor Protein and its* DNA 
<130> 2900WO0P 
<150> JP 2001-132201 
<151> 2001-04-27 
<160> 6 
< 2 1 0 > 1 
<21 1> 299 
<2 1 2> PRT 



<213> Mouse 




























<400> 1 






























Met 


Asp 


Val 


Met 


Asp 


Val 


Asp 


Leu 


Val 


Ser 


Asn 


Gly 


Ser 


Ser 


Val 


Val 










5 










10 










15 




Met 


Pro 


Met 


Ala 


Glu 


Gin 


Val 


Cys 


Asp 


Ala 


His 


Cys 


Arg 


Ala 


He 


Leu 








20 










25 










30 






Thr 


Thr 


Ala 


Tyr 


Ser 


Val 


Val 


Phe 


Phe 


Gly 


Gly 


Thr 


Val 


Gly. 


Thr 


Val 






35 










40 










45 








Met 


Met 


Ser 


His 


Met 


Met 


Phe 


Lys 


Arg 


Asn 


Cys 


Gin 


Ser 


Met 


He 


Ala 




50 










55 










60 










Thr 


lie 


lie 


He 


Asn 


He 


He 


Val 


Leu 


His 


Ser 


Leu 


Leu 


Leu 


He 


Ser 


65 










70 










75 










80 


Leu 


Pro 


Phe 


Arg 


Leu 


Ser 


Tyr 


Tyr 


Leu 


Ser 


Ala 


Val 


Trp 


Lys 


Leu 


Gly 










85 










90 










95 




Ser 


Phe 


Thr 


Cys 


Arg 


Met 


Val 


Ser 


Gly 


Val 


He 


Tyr 


Gly 


His 


Met 


Tyr 








100 










105 










110 






Leu 


Thr 


Phe 


lie 


Phe 


Tyr 


Val 


Ala 


He 


Val 


Thr 


Leu 


Arg 


Leu 


Leu 


He 






115 










120 










125 








Tyr 


Phe 


Lys 


Lys 


Leu 


Gin 


Met 


Gin 


Gin 


Leu 


Gin 


Lys 


Phe 


His 


Ala 


Val 
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130 135 140 

Ala Leu Ser He lie. He Trp Yal Thr Gly Ser Phe He Phe Leu Pro 
145 150 155 160 

lie Phe Phe Leu Gin Tyr Gly Thr Asp Pro Ser Tyr Thr Glu Gin Gin 

165 ' 170 175 

Arg Cys Phe Glu Phe His Lys Ser Leu Asn Ser Arg Asp lie lie He 
180 185 190 

He Asn Tyr Ser He He Val He Met Met Thr Thr Val Leu Leu Leu 
195 200 205 

Phe Leu lie Gin Met Ala Val He Leu His Leu He Lys Ala Tyr Trp 
210 215 220 

Pro Asp Met Trp Ala His Gin Glu Tyr Arg Ala Gin He Lys Ser Phe' 

225 ‘ 230 235 240 

Phe Phe Leu Leu Val He Val Val Cys Phe He Pro His His Ala Phe 

245 250 255 

Arg Val Tyr Phe He Gin Asn Phe Pro Glu Gin Glu Asn Ser Lys Leu 
260 265 270 

He Leu Tyr Asn Glu He Cys Val Ala Leu Thr Ala Phe Cys Cys Leu 
275 280 285 

Asp Met Leu Cys Phe He Gly Gly Val He His 

290 295 

< 21 0 > 2 
<21 1> 897 
<21 2> DNA 
<21 3> Mouse 
<40 0> 2 

atggatgtga tggatgtaga cctcgtgtca aatggctcaa gtgtggtgat gcctatggca 60 

gagcaagtct gtgatgctca ctgcagagca attctgacaa cagcctatag tgtggtcttc 120 

tttggaggca ccgttggaac agttatgatg tcacacatga tgttcaagag gaattgccaa 180 
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tcaatgattg ccactatcat cattaatatc attgtgttgc actcccttct cctgattagt 240 

ctgccattcc gcctcagtta ctatctctca gcagtctgga agcttgggtc ttttacctgc 300 

cgaatggtta gtggcgtcat atatggtcat atgtacctta ccttcatttt ttatgtggcc 360 

attgttaccc ttcggctgct catctatttt aagaaactgc aaatgcaaca gttacaaaag 420 

ttccatgccg tggctctaag tattattatt tgggtgacag gaagcttcat ctttttacca 480 

atattttttt tacaatatgg cacagatcca agttatacag agcaacagcg gtgctttgag 540 

tttcataaat ctctcaactc cagggacatc atcatcataa actattctat aattgttatt 600 

atgatgacaa cagttctgct cctctttctg atacagatgg ctgtcattct tcatttgata 660 

aaagcctatt ggcctgatat gtgggcccat caagagtaca gagctcaaat caagagtttt 720 

ttcttcctgt tggtcatagt tgtctgcttt alaccccacc atgcattcag ggtatatttt 780 

attcaaaatt ttccagagca agaaaattct aagttaattc tgtacaatga aatctgtgtt 840 

gctttaacag ctttctgctg cctggatatg ttatgtttca taggtggtgt catccat 897 

<21 0> 3 
<21 1> 24 
<2 1 2> DNA 

<21 3> Artificial Sequence 

< 220 > 

<223> Primer 
<400> 3 

atggatgtga tggatgtaga cctc 24 

<210> 4 
<211> 24 
<21 2> DNA 

<21 3> Artificial Sequence 

< 220 > 

<223> Primer 
<40 0> 4 

ctaatggatg acaccaccta tgaa 
<210> 5 



24 
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< 21 1 > 202 
<21 2> DNA 
<213> Mouse 
<400> 5 

tcactcttgt. cttcaggatg ttagaattac 
tgtgatttca agattttgaa agagtcctca 
gtgcattgtt tcagtatgtc aatcataact 
tctaatttct ccacgatcaa cc 
< 210 > 6 
<21 1> 1006 
<21 2> DNA 
<21 3> Mouse 
<40 0> 6 

agcttcccgt gctctttctg tgattggttt 
tgaatggatg gagtgctatt attgtattta 
agactttttt atttctctta gccacaattg 
tatctacttt tcctttgaga atgcttgtag 
ttcttagctg taccaaacac actattcctt 
aaccacgcat acctgtgagt tctccccata 
ctctgaatat gtttgctccc ccctccattc 
tataaatgag gctctaaaat agccttaagc 
gcattgggag tagagtatta ctttgagcag 
caagagactg ggcatctaca tgctccatcc 
agaggttacc tcctgatcta ccttcagtac 
aaatatgacc aaaccaaacc aaccccccac 
aacaacaaca acaacaaaaa actggacctg 
caaaccttga ggccatatag ctccttttat 
accatcatat aattaaaagc agtactcatt 



tgggcagaat ttacaacagt acttcttttg 
aggattgaaa agttcaatat ctatacatga 
ttgtaaaact tttgatttga cagtttgtgg 



ataggccatc atgatgaaaa atacttcagt 
aaattttgaa gctctctgct cccgaacatc 
ttttctttca aaaacttaat caaccctagt 
gccccaaatg tatcccagaa tatgttgggt 
cctctttgcg tttcattcag tattcacttc 
ctcctgaggc ttctagccaa ccatgttttc 
ttatccacca aaatttagat aacctatagt 
tattaaaatt aagatttcct gccaataatt 
agatgtcaag aaagttagaa gaaactcttc 
tgttgaaggc acagaaagga cttggaagcc 
aaaacagtaa aagacattgg aaatgacaaa 
cttgctacca ccaccaccac caccaccaac 
ggctgagctt gccaacaaac tctttggcca 
aatttttcag gacaccctat gctttcaaga 
ctgtcacact taaaaaaaaa aaaaaaaaaa 
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